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Preparation of cyclosporin derivatives for the 
treatment of immune disorders 
Wu, Frank X. H.; Or, Yat Sun 
USA 

U.S. Pat. Appl. Publ., 34 pp. 

CODEN: USXXCO 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



Page 2 

















Lukton 


10_ 


^600303 . 














us 


2004266669 




Al 




20041230 




US 2003- 


600303 




20030620 


wo 


2005000879 




Al 




20050106 




WO 2004- 


US15805 




20040519 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE,. 


EG, 


ES, 


FI,- 


GB, 


GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, 


NI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


sc. 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 






TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc. 


VN, 


YU, 


ZA, 


ZM, 


ZW 




RW: 


BW, 


GH, 


GM, 


KE, 


liS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 






AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 






EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 






SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 






SN, 


TD, 


TG 




























PRIORITY 


APPLN. 


INFO 
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A 20030620 



OTHER SOURCE (S) : MARPAT 142:74845 

.AB The invention relates to cyclosporin analogs cyclo.[NMeCH (A) CO-B-Sar-MeLeu- 
Val-MeLeu-Ala-U-MeLeu-MeLeu-MeVal] [I; A is CH(OW) CHMeCH:CH-Q (stereo not 

shown) , where Q is an ethylenic or acetylenic group of defined structure 
and W is H or a protecting group; B is aAbu, Val , Thr or Nva; U is 
D-Ala, D-Ser, O- (2-hydroxyethyl) - , 0-acyl- or O- (2 -acyloxyethyl) -D-Ser] or 
a prodrug or pharmaceutically-acceptable salt for treating autoimmune 
diseases or for the prevention. of organ transplantation rejection in a 
subject. Thus, the side chain (A) of cyclosporin A [I; A = 
CH(OH) CMeCH2CH:CHMe, B = aAbu, U = D-Ala] was modified by 

acetylation, oxidation to the aldehyde, reaction with vinylmagnesium bromide, 
acetylation, and elimination reaction using Pd (OAc) 2/Ph3P to afford I [A = 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of cyclosporin derivs. for treatment of immune disorders) 
RN 813426-55-0 HCAPLUS 

CN Cyclosporin A, 6- [ {2S,3R,4R) -3- (acetyloxy) -4 -methyl -2- (methylamino) -5,7- 
octadienoic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 
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RN 813426-56-1 HCAPLUS 
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CN Cyclosporin A, 6- [ (2S , 3R, 4R) -3 -hydroxy- 4 -methyl -2- (methyl amino) -5,7- 
octadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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CH2 



RN 813426-57-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R,4R, 7E) -3 -hydroxy-4 -methyl-2 - (methylamino) -5, 7- 
nonadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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OH 



RN 813426-58-3 HCAPLUS 

CN Cyclosporin A, 6- [ (2S,3R,4R) -3 -hydroxy-4 , 8-dimethyl-2 - (methyl ami no) -5,7- 
nonadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7E) -3 -hydroxy- 4 -methyl -2 - (methyl ami no) -5,7- 
dodecadienoic acid] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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RN 813426-60-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R,4R, 7E) -10-bromo-3-hydroxy-4 -methyl -2 - 
(methylamino) -5,7-decadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z . 
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CH2Br 



OH 



RN 813426-61-8 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7E) -3 -hydroxy- 4 -methyl -2 - (methyl amino) -8- (2- 
methylphenyl) -5, 7-octadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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RN 813426-62-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7E) -8- (2 -bromophenyl) -3 -hydroxy- 4 -methyl -2- 
(methylamino) -5,7-octadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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PAGE 1-C 




RN 813426-63-0 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7E) -3 -hydroxy-9-methoxy-4-methyl-2 - 

(methylamino) -9-OXO-5, 7-nonaclienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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PAGE 1-B 




i-Bu O Me Et 0 
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RN 813426-64-1 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R; 4R, 7E) -8- (3 - f ormylphenyl) -3 -hydroxy- 4 -methyl -2 
(methylamino) -5, 7-octadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or 2. 
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RN 813426-65-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7E) -3 -hydroxy-4 -methyl -2 - (methyl ami no) -5,7- 
decadienoic acid]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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PAGE 1-C 




RN 813426-66-3 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7E) -S-hydroxy-4 -Tnethyl-2- (methylamino) -11- 
(trimethylsilyl) -5, 7, 9-undecatrienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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PAGE 1-B 
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RN 813426-67-4 HCAPLUS 

CN . Cyclosporin A, 6 - [ (2S , 3R, 4R) -3 -hydroxy-4 -methyl-2 - (methylamino) -B-octen-V- 
ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknovm. 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7E) -3'-hydroxy-4 -methyl -2 - (methyl amino) -5,7- 
undecadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. v 

PAGE 1-A 
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PAGE 1-C 




RN 813426-69-6 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R, 7E) -8-cyclopropyl-3 -hydroxy-4 -methyl-2 - 
(methylamino) -5, 7-octadienoic acid]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 



PAGE 1-A 

p Me 




Page 22 



Lukton 10 600303 



PAGE 1-B 
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RN 813426-70-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7E) -3-hydroxy-4-methyl-2- (methylamino) -5,7,9- 
undecatrienoic acid] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7E) -3 -hydroxy-4 , 7 -dimethyl-2 - (methylamino) -5, 7- 
nonadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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i-Bu 0 Me Et O 
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PAGE 1-C 




OH 



RN 813426-72-1 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R,4R, 7Z) -3 -hydroxy-4-methyl-2- (methylamino) -5,7- 
nonadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or 2 . 
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i-Bu O Me Et O 
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OH 



RN 813426-73-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7Z) -8- (4 -bromophenyl ) -3 -hydroxy- 4 -methyl -2 - 
(methylamino) -5, 7-octadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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RN 813426-74-3 HCAPLUS 
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CN Cyclosporin 6- [ (2S, 3R, 4R, 7Z) -3 -hydroxy- 4 -methyl -2 - (methyl amino) -5,7, 10- 
' undecatrienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 

PAGE 1-A 




Page 2 9 



Lukton 10 600303 



PAGE 1-C 




CH2 



RN 813426-75-4 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7Z) - 3 -hydroxys 4 -methyl -2 - (methyl amino) -5 , 7- 
decadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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OH 



RN 813426-76-5 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 7Z) -3 -hydroxy- 4 -methyl -2- (methyl ami no) -5,7,9- 
undecatrienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 



Page 31 



Lukton 10 600303 



PAGE 1-A 




i-Bu 




PAGE 1-C 




Page 32 



CN 



Lukton 10_600303 

Cyclosporin A, 6- [ (2S, 3R, 4R, 7Z) -3 -hydroxy-9-methoxy~4 -methyl-2 - 
(methylamino) -5, 7-nonadienoic acid]- (9CI) (GA INDEX NAME) 



Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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PAGE 1-C 




RN 813426-78-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R) -3 -hydroxy- 4 -methyl -2 - (methyl amino) -5,9- 
undecadien-7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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i-Bu 0 Me . Et O 
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RN 813426-79-8 HCAPLUS 

CN Cyclosporin A, 6- [ (2S,3R,4R) -3 -hydroxy -4 -methyl -2 - (methyl ami no) -5-undecen- 
7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
Double bond geometry unknovm. 
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813426-80-1 HCAPLUS 
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CN Cyclosporin A, 6 - [ (2S , 3R, 4R) -3 -hydroxy- 4 -methyl -2 - {methylamino) -5-nonen-7- 
ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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IT 813426-88-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of cyclosporin derivs . for treatment of immune disorders) 

RN 813426-88-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5E) -3- (acetyloxy) -4-methyl-2- (methylamino) -8- 
(trimethylsilyl) r5-octen-7-ynoic acid]- (9CI) ' (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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2004 : 799453 HCAPLUS 
141:296297 

Preparation of novel cyclosporins 

Molino, Bruce F.; Haydar, Simon N. ; Yang, Zhicai; 

Michels, Peter C; Hemenway, Michael S.; Rich, Joseph 

O. ; Khmelnitsky, Yuri 

Albany Molecular Research, Inc., USA 

PCT Int. Appl., 249 pp. 

CODEN: PIXXD2 

Patent 
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PATENT NO. 



KIND 



DATE 



WO 2004082629 
WO 2004082629 



APPLICATION NO. 
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CA 2518265 
US 2004235716 
EP 1603512 

R: AT, BE, CH, 
IE, SI, LT, 
PRIORITY APPLN. INFO. : 

OTHER SOURCE (S) : 
GI 



AA 20040930 CA 2004-2518265 
Al 20041125 US 2004-802013 
A2 20051214 EP 2004-757551 
DE, DK, ES, FR, GB, GR, IT, LI, LU, 
LV, FI, RO, MK, CY, AL, TR, BG, CZ, 
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WO 2004-US8118 

MARPAT 141:296297 



20040316 
20040316 
20040316 
NL, SE, MC, PT, 
EE, HU, PL, SK 
P 20030317 
W 20040316 




AB The invention relates cyclic peptides I [X is H, OH or a hydroxy group 
derivatized with an alkanoyl, aryloyl, alkyl-, aryl- or 

arylalkylaminocarbonyl or -oxycarbonyl group; R is H or Me; Rl is H, CHO, 
CHiCHCOMe, etc.; B, C, D, E, F, G, H, I, J, and K are certain amino acid 
residues] or their pharmaceutically-acceptable salts. Thus, cyclosporin A 
was converted to cyclosporin A Me vinyl ketone [Rl = (E) -2-butenyl to Rl = 

(E) -3-oxo-l-butenyl] by a biocatalytic method (HOBT-mediated laccase 
oxidation) or chemical methods using N-hydroxyphthalimide and benzoyl peroxide 
or tert-Bu hydroperoxide and sodium periodate. 
IT 761449-24-.5P 761449-25-6P 761449-30-3P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 

(Reactant) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 

(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; USES 

(Uses) 

(preparation of novel cyclosporins) 
RN 761449-24-5 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R, 5E) -3- (acetyloxy) -4-methyl-2- (methylamino) -5,7- 
octadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 761449-25-6 HCAPLUS 
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CN Cyclosporin A, 6- [ (2S , 3R, 4R, 5E) -3 -hydroxy-4 -methyl-2 - (methylamino) -5,7- 
octadienoic acid]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 761449-30-3 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5E, 7E) -3- (acetyloxy) -4 -methyl-2- (methylamino) - 
5,7-dodecadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-C 




Bu-n 



OAc 



IT 761448-95-7P 761448-96-8P 761448-97-9P 
761449-26-7P 761449-27-8P, ALB 16085 
761449-28-9P 761449-29-OP 761449-31-4P 

RL: BPN (Biosynthetic preparation) ; PAC (Pharmacological activity) ; SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation) ; USES (Uses) 

(preparation of novel cyclosporins) 
RN 761448-95-7 HCAPLUS 

CN Cyclosporin A, 6- [ (28, 3R, 4R, 5E) -3 -hydroxy-4 , 8-dimethyl-2 - (methyl ami no) -5,7- 
nonadienoic acid]- {9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 761448-96-8 HCAPLUS 
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CN Cyclosporin A, 6- [ (2S, 3R,4R, 5Z) -3 -hydroxy-4 , 8-dimethyl-2 - (methyl amino) -5,7- 
nonadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CMe2 



RN 761448-97-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R) -3 -hydroxy-4 -methyl-2 - (methylamino) -5, 7- 
nonadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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PAGE 1-B 
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RN 761449-26-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R, 5E, 7E) -3-hydroxy-9-methoxy-4 -methyl-2- 
(methylamino) - 9 -oxo-5 , 7 -nonadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2S, 3R,4R, 5E, 7E) -3 -hydroxy- 4 -methyl -2 - (methylamino) -8- 
phenyl-5,7-octadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
Double bond geometry as shown. 
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RN 761449-28-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2S /3R, 4R, 5E, 7E) -8 -cyclopentylr3 -hydroxy-4 -methyl -2 - 
(methylamino) -5,7-octadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 761449-29-0 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5E, 7E) -9, 9, 9-trif luoro-3-hydroxy-4-methyl-2- 
(methylamino) -5, 7-nonadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5E, 7E) -3 -hydroxy-4-methyl-2- (methyl ami no) -5,7- 
dodecadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 761449-64-3P 761449-68-7P 761449-70-lP 
761449-71-2P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 
(preparation of novel cyclosporins) 
RN 761449-64-3 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R, 5E) -3- (acetyloxy) -4 -methyl -2- (methyl amino) 
phenyl-5-octen-7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 761449-68-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R, 5E) -3- (acetyloxy) -4-methyl-2 - (methylamino) 
octen-7-ynoic acid]- (?CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5E) -3- (acetyloxy) -4-methyl-2- (methyl ami no) -5- 
nonen-7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 761449-71-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5Z) -3- (acetyloxy) -4 -methyl -2 - (methylamino) -5- 
nonen-7-ynoic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 761449-65-4P 761449-66-5P 761449-67-6P 
761449-69-8P 761449-72-3P 761449-73-4P 
761449-74-5P 761450-04-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(preparation of novel cyclosporins) 
RN 761449-65-4 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5E) -3-hydroxy-4-Tnethyl-2- (methyl ami no) -8- 
phenyl-5-octen-7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 761449-66-5 HCAPLUS 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5E) -3-hydroxy-4-methyl-2- (methyl amino) -8- (3- 
thienyl) -5-octen-7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 



RN 761449-67-6 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5Z) -3 -hydroxy -4 -methyl -2 - (methyl amino) -8- (3- 
thienyl) -5-octen-7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 761449-69-8 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5E) -3 -hydroxy-4-methyl-2- (methyl amino) -S-octen- 
7-ynoic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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CN CYclosporin A, 6- [ (2S, 3R, 4R, 5E) - 3 -hydroxy -4 -methyl -2 - (methyl ami no) -5-nonen- 
7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-C 




OH 



RN 761449-73-4 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5Z) -3-hydroxy-4-methyl-2- (methylamino) -5-nonen- 
7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 761449-74-5 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5Z) -3-hydroxy-4 , 9-dimethyl-2 - (methyl amino) -5, 9- 
decadien-7-ynoic acid]- {9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2S, 3R,4R) -3- (acetyloxy) -4 -methyl-2 - (methylamino) -5,7- 
nonadienoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknovm. 
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IT 761449-98-3P 761449-99-4P 761450-00-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of novel cyclosporins) 
RN 761449-98-3 HCAPLUS 

CN Cyclosporin A, 6 - [ (2S , 3R, 4R, 5E) -3 - (acetyloxy) -4 -methyl -2- (methyl ami no) -8- 
(3-thienyl) -5-octen-7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shovm. 
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RN 761449-99-4 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5Z) -3- (acetyloxy) -4 -methyl -2 - (methyl amino) -8- 
(3-thienyl) -5-octen-7-ynoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 5Z) -3- (acetyloxy) -4, 9 -dimethyl-2 - (methylamino) - 
5,9-decadien-7-ynoic acid]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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NODE ATTRIBUTES: • 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 43 



STEREO ATTRIBUTES: NONE 
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VAR Gl=46/54 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 60 

STEREO ATTRIBUTES: NONE 

L7 53 SEA FILE=REGISTRY SUB=L5 SSS FUL L6 

L8 2 SEA FILE=HCAPLUS ABB=ON PLU=ON L7 

L9 42 SEA FILE=HCAPLUS ABB=ON PLU=ON "WU FRANK" /AU OR "WU FRANK X 

H"/AU 

L12 41 SEA FILE=HCAPLUS ABB=ON PLU=ON L9 NOT L8 
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L12 ANSWER 1 OF 41 
ACCESSION NUMBER: 
DOCUMENT NUMBER; 
TITLE : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 



HCAPLUS COPYRIGHT 2006 ACS on STN 
2005 : 611823 HCAPLUS 
143 :153709 

Synthesis of macrocyclic hepatitis C virus (HCV) 
serine protease NS3 inhibitors 

Miao, Zhenwei; Sun, Ying; Nakajima, Suanne; Tang, 
Datong; Wu, Frank; Xu, Guoyou; Or, Yat S.; 
Wang , Zhe 
USA 

U.S. Pat. Appl. Publ., 229 pp. 

CODEN: USXXCO 

Patent 

English 
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FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



US 2005153877 
PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 
GI 



KIND 
Al 



DATE 
20050714 



MARPAT 143:153709 



APPLICATION NO. 

US 2004-774047 
US 2003-509069P 



DATE 



20040206 
20030213 



W 




AB The invention relates to cyclic peptides I [A = H, COR2 , C02R1, C0NHR2, 

etc.; G = OH, alkoxy, NHS02R1, C02R1, CONHRl, etc.; L = absent, S, S02 , O, 
C0CH2, CF2CH2, etc.; j = 0-4; m, s = 0-2; Rl , R2 = H, Cl-6-alkyl, 
(substituted) aryl, heteroaryl, etc.; R3 , R4 = H, OH, Me, CN, SH, halo, N02 , 
NH2, amide, MeO, CF30, CF3 ; E = CH:CH, CH2CH2; W = (un) substituted 
heterocyclic ring] , or their pharmaceutically-acceptable salts, esters, or 
prodrugs, which inhibit serine protease . activity , particularly the 
activity of HCV NS3-NS4A protease. An example is I (A = Me3C02C, G = OH, . 
L = absent, W = 5-phenyl-l , 2 , 3 , 4 -tetrazol-2 -yl , j = 3, m, s = 1; R3 , R4 = 
H) , which was prepared via peptide coupling and ring-closing metathesis. 
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HCAPLUS COPYRIGHT 2006 ACS on STN 
2005:372550 HCAPLUS 
* 142:404795 

Recombinant human FIZZ3/resistin stimulates lipolysis 
in cultured human adipocytes, mouse adipose explants, 
and normal mice 

Ort, Tatiana; Arjona, Anibal A.; MacDougall, John R.; 
Nelson, Pam J. ; Rothenberg, Mark E.; Wu, Frank 
; Eisen, Andrew; Halvorsen, Yuan-Di C. 
CuraGen Corp., Branford, CT, 06405, USA 
Endocrinology (2005), 146(5), 2200-2209 
CODEN: ENDOAO; ISSN: 0013-7227 
Endocrine Society 
Journal 
English 

Human FIZZ3 (hFIZZ3) was identified as an ortholog of mouse resistin 
(mResistin) , an adipocyte-specif ic secreted factor linked to insulin 
resistance in rodents. Unlike mResistin, hFIZZ3 is expressed in 
macrophages and monocytes, but is undetectable in adipose tissue. The 
profound macrophage infiltration of adipose that occurs during obesity 
suggests that hFIZZ3 may play an important rolis in adipocyte biol. Using 



AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 
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a recombinant protein produced in Escherichia coli, we report here that 
chronic treatment of cultured human adipocytes with hFIZZ3 results in 
hypotropic cells with smaller lipid droplets. Recombinant hFIZZ3 
facilitates preadipocyte proliferation and stimulates adipocyte 
triglyceride lipolysis, whereas recombinant mResistin inhibits adipocyte 
differentiation, with no detectable effect on proliferation or lipolysis. 
In addition, insulin-stimulated glucose uptake and Akt phosphorylation are 
not altered in hFIZZ3 -treated adipocytes, indicating an intact insulin 
response. In mouse adipose explants, hPIZZB accelerates simultaneously 
triglyceride lipolysis and fatty acid reesterif ication, as assessed by 
measurement of glycerol and fatty acid release. Consistent with the in 
vitro findings, acute administration of recombinant hFIZZ3 into normal 
mice caused a significant increase in serum glycerol concentration with no 
elevation in free fatty acid at 45 min post injection. Taken together, 
the data suggest that recombinant hFIZZ3 can influence adipose metabolism by 
regulating preadipocyte cell number, adipocyte lipid content, and energy 
expenditure via accelerating the fatty acid/triglyceride futile cycle. 
REFERENCE COUNT: 3 9 THERE ARE 3 9 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The invention relates to macrocyclic compds . I [A is H, C02H or an ester, 
acyl, (thio) carbamoyl or sulfonyl groups; B is H or alkyl; G is OH, 
alkoxy, amino, sulfonyl, acyl or carbamoyl groups; M is absent, 0, S, NH 
or substituted imino; Q is (un) substituted aryl, heteroaryl or 
heterocycloalkyl; m, n = 0-2; p = 0-4] or their pharmaceutically- 
acceptable salts, esters or prodrugs which inhibit serine protease 
activity, particularly the activity of hepatitis C virus (HCV) NS3-NS4A 
protease. The compds. of the invention interfere with the life cycle of 
the hepatitis C virus and are also useful as antiviral agents. Thus, 
compound I (A = Me3C02C, B = H, G = OEt, M-Q = OEt, m =: n = p = 1; stereo 
not shown) was prepared via N-acylation and cyclization reactions. 
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AB The present invention relates to compds . I [A = H, C0R2, COORl, C0NHR2, 
etc.; G = OH, C0R2 , COORl, CONHRl, etc.; L = S, S02 , O, C0CH2 , CF2CH2, 
etc.; j = 0-4; m, s = 0-2; R1,R2 = H, Cl-6-alkyl, (substituted) aryl , 
heteroaryl, etc.; R3,R4 = H, OH, Me, CN, SH, halo, N02, NH2, amide, MeO, 
CF30, CF3; E = CH:CH, CH2CH2; W = (un) substituted heterocyclic ring], or a 
pharmaceutically acceptable salt, ester, or prodrug thereof, and to 
methods for their synthesis. The compds. inhibit serine protease 
activity, particularly the activity of HCV NS3-NS4A protease. 
Consequently, the compds. of the present invention interfere with the life 
cycle of HCV and are also useful as antiviral agents. The present 
invention further relates to pharmaceutical compns . comprising the 
aforementioned compds. for administration to a subject suffering from HCV 
infection. The invention also relates to methods of treating an HCV 
infection in a subject by administering a pharmaceutical composition comprising 
the compds. of the present invention. 
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AB The present invention is directed to novel mols., referred to herein as 
angioarrestin polypeptides, as well as nucleic acid sequences encoding 
those mols. Processes are also provided for producing a protein, which 
comprise growing a culture of host cells producing angioarrestin in a 
suitable culture medium, and purifying the protein from the culture. The 
present invention is also directed to Angioarrestin protein fragments, 
fusion proteins, and methods of use thereof. The invention includes a 
vector encoding the protein, the use of a therapeutic in the manufacture of a 
medicament for treating a angiogenic related syndromes associated with a 
human disease. 
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Angioarrestin: an antiangiogenic protein with 
tumor- inhibiting properties 

Dhanabal, Mohanra j ; LaRochelle, William J.; Jeffers, • 
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William F. ; Chillakuru, Rajeev A.; Yang, Meijia; 
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The angiopoietins comprise a family of proteins that have pro or 
antiangiogenic activities. Through a proprietary technol . designed to 
identify transcripts of all expressed genes, we isolated a cDNA encoding 
an angiopoiet in-related protein that we designate angioarrestin. The mRNA 
expression profile of angioarrestin was striking in that it was 
down-regulated in many tumor tissues when compared with adjacent nontumor 
tissue, suggesting a role for this protein in tumor inhibition. To test 
this hypothesis, we ectopically expressed angioarrestin in HT1080 tumor 
cells and measured pulmonary tumor nodule formation in nude mice. HT1080 
cells expressing angioarrestin showed a marked reduction in the number and size 
of tumor nodules. In vitro, the recombinant protein was systematically 
tested in a number of endothelial cell assays and found to block critical 
processes involved in the angiogenic cascade, such as vascular endothelial 
growth factor/basic fibroblast growth factor-mediated endothelial cell 
proliferation, migration, tubular network formation, and adhesion to 
extracellular matrix proteins. These findings reveal a novel function for . 
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angioarrestin as an angiogenesis inhibitor and indicate that the mol . may 
be a potential cancer therapeutic. 
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Platelet -derived growth factor D: 

mice and dysregulated expression in human cancer 
LaRochelle, William J.; Jeffers, Michael; Corvalan, 
Jose R. F.; Jia, Xiao-Chi; Feng, Xiao; Vanegas, 
Sandra; Vickroy, Justin D.; Yang, Xiao-Dong; Chen, 
Francine; Gazit, Gadi; Mayotte, Jane; Macaluso, 
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Platelet -derived growth factor (PDGF) has been directly implicated in 
developmental and physiol. processes, as well as in human cancer and other 
proliferative disorders. We have recently isolated and characterized a 
novel protease-activated member of the PDGF family, PDGF D. PDGF D has 
been shown to be proliferative for cells of mesenchymal origin, signaling 
through PDGF receptors. Comprehensive and systematic PDGF D transcript 
anal, revealed expression in many cell lines derived from ovarian, renal, 
and lung cancers, as well as from astrocytomas and medulloblastomas . 
P PDGF receptor profiling further suggested autocrine signaling in 
several brain tumor cell lines. PDGF D transforming ability and tumor 
formation in SCID mice was further demonstrated. Exploiting a sensitive 
PDGF D sandwich ELISA using fully human monoclonal antibodies, PDGF D was 
detected at elevated levels in the sera of ovarian, renal, lung, and brain 
. cancer patients. Immunohistochem. anal, confirmed PDGF D localization to 
ovarian and lung tumor tissues. Together, these data demonstrate that 
PDGF D plays a role in certain human cancers. 
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CDP and AP-2 mediated repression mechanism of the 
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The replication-dependent hamster histone H3.2 promoter contains two 
tandem CCAAT repeats located upstream of the TATA element. It has been 
shown that the NF-Y/CBF complex binds to a single CCAAT motif with high 
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affinity, whereas the CCAAT displacement protein (CDP) binds to at least 
two CCAAT motifs in close proximity. Here, we report that the two CCAAT 
motifs within the H3 . 2 promoter confer transcriptional repression of the 
promoter during the cell cycle. While we cannot detect direct association of 
CDP with Rb in vitro, we discover that CDP can bind AP-2, a ubiquitous 
factor that interacts with Rb. The interaction domains between CDP and 
AP-2 are mapped to the highly conseirved cut repeats of CDP as well as the 
basic and dimerization region of AP-2. Further, in transfection assays, 
CDP and AP-2 act synergistically to suppress the H3.2 promoter. Together, 
these data support a repression mechanism mediated by CDP and AP-2 that 
regulates H3.2 gene expression during the mammalian cell cycle. . 
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AB In analyzing cis -regulatory elements important for cell cycle control of 
the replication-dependent hamster histone H3.2 gene, we discovered a 
binding site for the transcription factor YYl embedded within GC-rich 
sequences between the two tandem CCAAT repeats proximal to the TATA 
element. Base mutations that specifically eliminated YYl binding resulted 
in suppression of the S phase induction of the H3.2 promoter. In addition,, 
we discovered that YYl is an interactive partner of AP-2, which also binds 
the H3.2 promoter and regulates its cell cycle -dependent expression. The 
critical domains for YYl and AP-2A interaction are mapped, revealing that the 
N-terminal portion of YYl (amino acids 1-300) and the DNA- 
binding/dimerization region of AP-2A are required. Our results suggest 
that YYl, acting as a transcription factor binding to its site on the 
promoter, or through, protein-protein interaction with AP-2, may be part of 
a regulatory network including key cell cycle regulators such as c-Myc and 
Rb in controlling growth-and differentiation-regulated gene expression. 
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AB The ubiquitously expressed c-Abl protein tyrosine kinase localizes to both 
the nucleus and cytoplasm. The nuclear form of c-Abl is activated in the 
cellular response to genotoxic stress. Cytoplasmic c-Abl is activated by 
oxidative stress. The mitochondrial cytochrome c is released in the 
cellular response to H202 and this effect is mediated by a c-Abl -dependent 
mechanism. Thus, H202-induced apoptosis is attenuated in c-Abl -deficient 
cells. Apparently, cytoplasmic c-Abl is involved in the apoptotic 
response of cells to oxidative stress. 
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Interaction between protein kinase C 6 and the 
c-Abl tyrosine kinase in the cellular response to 
oxidative stress 
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Protein kinase C (PKC) isoforms are phosphorylated on tyrosine in the 
response of cells to oxidative stress. The present studies demonstrate 
that treatment of cells with hydrogen peroxide (H202) induces binding of 
the PKC6 isoform and the c-Abl protein-tyrosine kinase. The results 
show that c-Abl phosphorylates PKC5 in the H202 response. We also 
show that PKC6 phosphorylates and activates c-Abl in vitro. In 
cells, induction of c-Abl activity by H202 is attenuated by the PKC6 
inhibitor, rottlerin, and by overexpression of the regulatory domain of 
PKC6. These findings support a functional interaction between 
PKC6 and c-Abl in the cellular response to oxidative stress. 



AUTHOR (S 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER : 

DOCUMENT TYPE: 
LANGUAGE : 
AB 



REFERENCE COUNT: 



28 THERE ARE 28 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L12 ANSWER 12 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 



41 HCAPLUS COPYRIGHT 2006 ACS on STN 
1999:16944 HCAPLUS 
130:193461 

Analysis of neuronal nitric oxide synthase isoform 
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AB The neuronal form of nitric oxide synthase (nNOS) is responsible for the 

production of NO, which acts as a neurotransmitter for penile erection and 
urethra relaxation. An nNOS splice variant form, nNOS-|a, was first 
reported to be specifically expressed in skeletal muscle and heart in the 
rat, but later also identified in rat penile cavernosum. The authors 
report an apparently universal expression of nNOS-|a.mRNA in rat 
tissues, including brain, which was previously reported to be lacking 
nNOS-^i. Immunoblot anal, revealed that some com. available nNOS 
antibodies had high levels of nonspecific activities, which could lead to 
the appearance of seemingly multiple forms of nNOS. Immunohistochem. 
anal, with these antibodies also produced nonspecific stainings. In 
humans, nNOS-ji expression appeared to be confined to skeletal muscle 
and heart. Human penile tissues obtained from patients with erectile 
dysfunction did not express nNOS-n. The human nNOS-|a-specif ic cDNA 
sequence was 89% homologous to its rat counterpart. (c) 1998 Academic 
Press. 
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AB Previous studies have established that a 32 bp cis -regulatory region, 
referred to as the H3core spanning -241 to -210 of the hamster histone 
.H3.2 promoter, is critical for its Gl/S-phase induction of transcription. 
Here the authors report that the transcription factor AP-2 is a major 
component of the protein complex which interacts with the H3core from 
hamster nuclear exts. In search of the control mechanism (s) whereby AP-2 
can mediate cell cycle regulation of the histone H3 . 2 promoter, the 
authors found that AP-2 can phys . interact with the retinoblastoma (Rb) 
tumor suppressor protein in vitro, and when over -expressed, can also 
associate with Rb in vivo. Importantly, in contrast to the majority of Rb 
binding proteins, the C-terminal domain of Rb alone is sufficient for its 
interaction with AP-2. Using a reporter gene system linking tandem copies 
of the H3core to a heterologous minimal promoter, the authors demonstrated 
that over -express ion of AP-2 proteins results in transact ivat ion of the 
reporter gene through the H3core in a sequence-specific but 
orientation- independent manner. Addnl . , this stimulative effect was 
suppressed by co-expression of Rb. Thus, AP-2, through its phys . and 
functional interaction with Rb, may contribute to the cell cycle 
regulation of its target genes. 
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Fis protein is shown here to bind to 10 sites in the y origin of 
plasmid R6K. The Fis-binding sites overlap all the previously identified 
binding sites in the y origin for the plasmid-encoded tt initiator 
protein and three host-encoded proteins, DnaA, integration host factor, 
and RNA polymerase. However, the requirement of Fis for R6K replication 
depends on the use of copy-up u-protein variants and, oddly, the 
antibiotic resistance marker on the plasmid. In Fis-def icient cells, 
copy-up 71 variants cannot drive replication of R6K y-origin 
plasmids carrying the bla gene encoding resistance to penicillin (Penr) 
but can drive replication of plasmids with the same origin but carrying 
the chloramphenicol acetyltransf erase gene encoding chloramphenicol 
resistance (Cmr) . In contrast, R6K replication driven by wild-type tc is 
unaffected by the antibiotic resistance marker in the absence of Fis 
protein. Individually, none of these elements (copy-up ti, Fis 
deficiency, or drug markers) prevents R6K replication. The replication 
defect is not caused by penicillin in the medium or runaway replication 
and is unaffected by the orientation of the bla gene relative to the 
origin. Replication remains inhibited when part of the bla coding segment 
is deleted but the bla promoter is left intact. However, replication is 
restored by insertion of transcriptional terminators on either side of the 
y origin, suggesting that excess transcription from the bla gene may 
inactivate replication driven by tc copy-up mutants in the absence of 
Fis. This study suggests that vector sequences such as drug markers may 
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not be inconsequential in replication studies, as is generally assumed. 
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Cell cycle arrest in GO/Gl phase by contact inhibition 
and TGF-pi in mink MvlLu lung epithelial cells 
Wu, Prank; Buckley, Sue; Bui, Kim Chi; Yee, 
Ann; Wu, Hua-Yang; Liu, Jian; Warburton, David 
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L879-L888 

CODEN: AJPHAP; ISSN: 0002-9513 
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Journal 
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We postulated that contact inhibition and transforming growth factor 
(TGF) -pi may target the same mols. to neg. regulate the MvlLu cell 
cycle in GO/Gl. Both contact inhibition and TGF-pl suppressed the 
expression of a 45-kDa protein (p45) ; cyclins D2 and Bl; eye 1 in -dependent 
protein kinase (Cdk)-4, Cdc-2, and Cdc-2-associated activity; and the 
phosphorylation of retinoblastoma tumor- suppressor protein (pRb) but did 
not affect the expression of cyclins Dl, E, and A or the expression of 
Cdk-2 and Cdk-5. Expression of p45 reappeared 12 h after release from 
contact inhibition and 6-8 h after release from TGF-pl, while 
TGF-pl prevented release from contact inhibition and maintained 
suppression of both p45 and cyclin D2 . Addnl . , cyclin D2 phosphorylation 
and its associated kinase activity were strongly inhibited by contact 
inhibition and TGF-pi. Thus suppression of p45, cyclin D2/Cdk-4, and 
cyclin Bl/Cdc-2 expression and/or activities is targeted both by contact 
inhibition and by TGF- pi and may define common mechanisms through 
which these neg. growth signals are integrated. 
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AB The plasmid R6K y origin consists of two adjacent modules, the 
enhancer and the core, and requires R6K initiator protein tt for 
replication. While the core alone can replicate at a low level of 
wild-type tz protein, the authors show here that host cells do not 
stably maintain core plasmids . The presence of the enhancer segment 
confers stable inheritance on core plasmids without a significant change 
in average plasmid copy number Deletions and site-directed mutagenesis 

indicated 

that the stability of core plasmids is not mediated by binding sites or 
consensus sequences in the enhancer for DnaA, n protein, gyrase, Fis, 
or Dcm methylase. Proper segregation of core plasmids requires only the 
R6K stb or stability- related region, which includes the 20 -bp segment of 
the 100-bp enhancer adjacent to the core. The use of the 7cll6 mutant 
protein, which increased plasmid copy 100-bp enhancer adjacent to the 
core. The use of the 7rll6 mutant protein, which increases plasmid copy 
number fourfold, does not stabilize core plasmids lacking the enhancer. The 
authors also show that at an elevated level of wild-type tc, the 
y-origin plasmid is unstable, even in the presence of the enhancer. 
The authors discuss the differences and similarities between the R6K 
stability system and those found in other plasmids. 

L12 ANSWER 19 OF 41 HCAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 1995:528192 HCAPLUS 

DOCUMENT NUMBER: 122:308584 

TITLE: Induction of A- and D-type cyclins and cdc2 kinase 

activity during recovery from short-term hyperoxic 
lung injury 

AUTHOR (S) : Bui, Kim Chi; Buckley, Sue; Wu, Frank; Uhal , 

Bruce; Joshi, Iravati; Liu, Jian; Hussain, Mukarram; 

Makhoul, Imad; Warburton, David 
CORPORATE SOURCE: Div . Neonatology, Pediatric Pulmonoloyg, Children's 

Hosp., Los Angeles, Los Angeles, CA, 90027, USA 
SOURCE: American Journal of Physiology (1995), 268(4, Pt. 1), 

L625-L635 

CODEN: AJPHAP; ISSN: 0002-9513 
PUBLISHER: American Physiological Society 

DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i s h 

AB Hyperoxia causes a reproducible pattern of lung injury and repair in 

rodents, in which proliferation of alveolar epithelial cells (AEC) and 
fibroblasts is observed during recovery. We postulated that if cyclin 
expression and cycl in-dependent protein kinase activity would be 
reactivated in AEC during the repair process after hyperoxic lung injury. 
To test this hypothesis, we exposed adult rats to short-term hyperoxia, 
followed by recovery for various times in room air. Cellular 
proliferation in vivo was confirmed by (1) flow cytometric anal, of DNA 
content (FACS) of freshly isolated AEC and (2) immunohistochem. of 
proliferating cell nuclear antigen (PCNA) and bromodeoxy-uridine (BrdU) 
incorporation into DNA on lung sections. The percentage of freshly 
isolated AEC in S phase and G2/M phase on FACS anal, increased twofold to 
a maximum of 16.5%, after 48 h in 100% oxygen and 48 h recovery in air. 
Cyclins A and D and p34cdc2 protein expression were also increased during 
the recovery period, while p33cdk2 and p34cdk4 increased only slightly. 
P34cdc2 histone HI kinase activity, both in whole lung and in AEC, 
decreased initially after 48 h in oxygen. However, a marked increase in 
p34cdc2 kinase activity was maximal at 24 h of recovery in air. We 
conclude that cyclins A and D and p34cdc2 protein expression and p34cdc2 
kinase activity are increased in vivo during recovery from hyperoxic lung 



Page 88 



Lukton 10 600303 



injury in both adult rat lungs and in AEC isolated from these lungs. We 
speculate that the induction of cyclin-dependent protein kinase activity 
is a key event in mediating the proliferative cellular repair response to 
lung injury. 
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Journal 
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Alveolar epithelial cells (AEC) proliferate during embryonic and fetal 
life, while in the adult lung AEC form a highly differentiated population 
that does not usually divide. Herein, the authors tested the hypothesis 
that differential expression of specific cell cycle control genes may 
occur during AEC development and transformation. The authors compared^ 
normal rat AEC in primary culture with transformed AEC for the expression 
of D-type Gl cyclins and cyclin-dependent protein kinases (cdc2 and cdk2) . 
Cyclin Dl mRNA and protein were expressed at comparable levels in both 
normal rat AEC and in transformed AEC. In contrast, high levels of cyclin 
D2 mRNA and protein expression were only observed in normal 19 -day fetal rat 
AEC and in transformed mink mVlLu cells derived from fetal mink lung 
epithelium. Moreover, treatment either with antisense 

oligodeoxynucleotides directed against cyclin D2 mRNA or ith genistein (a 
tyrosine kinase inhibitor) caused significant inhibition of [3H] thymidine 
incorporation into DNA as well as inhibition of cyclin D2 expression in 
normal 19-day fetal rat AEC, P34cdc2 (but not p33cdk2 or p34cdk4) was 
expressed at progressively decreasing levels with corresponding histone HI 
kinase activities during rat AEC development (19-day fetal > 21-day fetal 
> 13 -day postnatal > adult rat AEC)". The levels of p34cdc2 histone HI 
kinase activity were significantly up-regulated or amplified in adult rat 
type 2 AEC following hyperoxic injury and repair and in transformed AEC. 
Collectively, these data support an important functional role for cyclin 
D2 and cdc2 genes in determining the proliferative vs. nonproliferative 
phenotype of AEC during lung development, injury and repair, and 
transformation . 
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DOCUMENT TYPE: Journal 
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AB Replication of the y origin of Escherichia coli plasmid R6K requires 
n protein, encoded by the R6K pir gene, and many host factors, 
including DnaA protein. n Has dual roles, activating replication at 
low levels and inhibiting replication at high levels. The inhibitory 
function of n is counteracted by integration host factor and a specific 
sequence of the origin called the enhancer. This 106 -bp DAN segment 
contains a binding site for DnaA protein (DnaA box 1) . In this study, we 
mutated this site to determine if it was required for the enhancer's function. 
Using y origin derivative plasmids with the DnaA box 1 altered or 
deleted, we show that this site is necessary to protein the origin against 
levels of wild-type n protein that would otherwise inhibit replication. 
To show that the base substitutions in DnaA box 1 weakened the binding of 
DnaA, we developed a new application of the agarose gel retardation assay. 
This quick and easy assay has broad applicability, as shown in binding 
studies with DNA fragments carrying a different segment of the R6K origin, 
the chromosomal origin (oriC) , or the pUC origin. The gel retardation 
assay suggests a stoichiometry of DnaA binding different from that deduced 
from other assays. 
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NH2 




OH I 

AB The title compound [namely, (+) -2- (6-amino-9H-purin-9-yl) -1, 3-dioxolane-4- 
methanol] (I) was prepared from (+) -solketal . Data for antiviral activity 
of I (anti-HIV activity) were not reported. 
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Cell cycle -dependent expression of cyclin Dl and a 45 
kD protein in human A549 lung carcinoma cells 
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Cyclin Dl, which is suggested to have a role in Gl control during the cell 
cycle, is genetically linked to BCL-1 and is widely overexpressed in 
parathyroid, breast, and squamous cancer cells. The authors .postulated 
that cyclin Dl regulation may also be important in lung cancer. 
Therefore, the authors characterized the cell cycle-dependent expression 
of cyclin Dl at both mRNA and protein levels in synchronized human A54 9 
lung carcinoma cells. Monospecific anti-cyclin Dl C-terminal peptide 
antibodies recognized both p36cyclinDl and an as-yet uncharacterized 45 kD 
protein (p45) . A549 cells were synchronized with well-studied drugs. 
Cyclin Dl mRNA expression remained relatively constant, with less than a 
twofold fluctuation during the cell cycle and with a minor peak at M 
phase. However, the p36cyclinDl protein fluctuated during the A549 cell 
cycle and was expressed at very low levels in late Gl and at the Gl/S 
boundary, but then increased in S phase and peaked at M phase. In 
contrast, p45 protein. was expressed at relatively high levels in late -Gl 
and reached maximal levels at the Gl/S boundary, was expressed at 
decreased levels in S phase, and then had disappeared by M phase. 
Moreover, p45 was highly expressed only in transformed alveolar. epithelial 
cells, but not in normal rat alveolar epithelial cells or fetal rat lung 
fibroblasts in primary cultures. In mink MvlLu cells, the expression of 
p45 was totally blocked by transforming growth factor-pi treatment or 
contact inhibition. P45 protein was phosphorylated on serine, threonine, 
and tyrosine residues in A549 cells in culture. The phosphorylation of 
the p45 protein was cell cycle-regulated and reached its maximal levels at 
G2/M phase. The p45 protein had a different peptide map from p36cyclinDl 
after cleavage with N-chlorosuccinimide . Immunopptn. studies showed that 
p45 was also anti-ubiquitin immunoreactive during the cell cycle. The 
authors conclude that p36cyclinDl and the p45 protein are differentially 
regulated in a cell cycle-dependent manner in A549 cells. Although p45 is 
antigenically related to p36cyclinDl, it is probably not a closely 
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cyclin-related protein. The authors speculate that p45 may be associated 
with malignant transformation and may play a distinct role from 
p36cyclinDl in regulation of the cell cycle in A549 cells. 
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AB The mature adult alveolar epithelial cell (AEC) is a highly differentiated 
phenotype that does not readily divide and exhibits numerous specialized 
functions. Yet, transformed AEC proliferate aggressively in certain forms 
of lung cancer. Normal AEC also proliferate but in a coordinated manner 
during embryonic growth and fetal development as well as during lung 
repair. Therefore, biochem. mechanisms regulating the cell cycle in AEC 
are clearly of fundamental significance for understanding lung 
development, lung injury, and cancer. Cyclin A is a protein that varies 
in abundance during the cell cycle and regulates critical transition points 
through its association with cyclin -dependent protein kinase subunits . The 
authors postulated that high expression of cyclin A might be associated with 
rapid proliferation in transformed AEC. The authors compared the 
expression of cyclin A mRNA and protein in primary cultures of fetal and 
adult rat AEC, in the E1A-T2 neonatal rat AEC, and in the malignant A54 9 
human AEC. The authors used pharmacol . blockades with mimosine, 
aphidicolin, and nocodazole for cell cycle synchronization, which was 
verified by fluorescence-activated cell sorter (FACS) anal, of cellular 
DNA content. Transformed cells (A549 and E1A-T2) exhibited a much higher 
level of expression for both cyclin A mRNA and protein than did normal rat 
AEC. Induction of cyclin A mRNA expression in A549 human AEC and E1A-T2 
rat AEC occurred in late Gl, prior to the onset of S phase. Fetal and 
adult rat AEC and rat E1A-T2 AEC expressed two cyclin A mRNA transcripts, 
whereas human A549 cells in S phase and M phase expressed three cyclin A 
mRNA transcripts. The authors conclude that transformed AEC overexpress 
cyclin A in comparison with primary AEC cultures, while retaining cell 
cycle-dependent differences in cyclin A expression. The authors speculate 
that cyclin A expression is regulated both at the transcriptional and 
post-transcriptional levels, and that cyclin A may play a key role in the 
increased proliferation of transformed AEC that is associated with the 
pathogenesis of lung cancer. 
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AB A putative mitogen-activated protein kinase (MAPK) has recently been 

identified, which potentially phosphorylates the human epidermal growth 
factor (EGF) receptor at a physiol. site (Thr-669) and is distinguished 
from other MAPKs /extracellular signal -regulated protein kinases (ERKs) on 
the basis of chromatog., Immunol., and kinetic data. Here the authors 
report that this newly discovered MAPK is phys . associated with the EGF 
receptor in A431 cells and with the related receptor/tyrosine kinase HER2 
(encoded by c-neu) in enzyme prepns. obtained from Wilm's tumors. This 
human EGF receptor-associated kinase is characterized as a 40-kDa Thr-669' 
kinase that exists in a high mol . mass complex with the resp. growth 
factor receptor. EGF treatment of A431 cells stimulates the tyrosine 
phosphorylation of p40 and increases Thr-669 kinase activity in p4 0- containing 
fractions. The 40-kDa kinase is recognized by affinity-purified ' 
polyclonal antibodies directed against the sea star p44mpk,and a Pan-ERK 
antibody directed against the conserved subdomain VIII of MAPKs/ERKs, but 
is not .recognized by antibodies selective for the rat p44erkl and/or the 
p42mapk/erk2 isoforms, thus identifying the EGF receptor-associated kinase as 
a novel MAPK that may regulate receptor function in vivo. 
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AB EGF expression and branching morphogenesis were inhibited using a 5' 

15-mer antisense oligodeoxynucleotide (ODN) directed against EGF precursor 
mRNA in embryonic mouse lung in culture under chemical defined, serumless 
conditions. Antisense EGF ODN resulted in >90% inhibition of EGF 
immunoreactive peptide synthesis, 75% reduction in branching morphogenesis, 
73% decrease in DNA content, 64% decrease in RNA content, 73% decrease in 
protein synthesis, and 65% decrease in [3H] thymidine incorporation into 
DNA compared to Embryonic Day 11 controls in culture for 4 days . Sense 
ODN results were similar to control. Supplementing antisense ODN with EGF 
partially reversed antisense effects. The results further support a role 
for EGF in pulmonary organogenesis. 
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Originally identified as a mitotic cyclin, cyclin A exhibits properties of 
growth factor sensitivity, susceptibility to viral subversion, and association 
with a tumor- suppressor protein; these properties are indicative of an 
S -phase -promoting factor (SPF) as well as a candidate protooncogene . 
Human cyclin Dl (PRADl) was also identified as a putative Gl cyclin and 
candidate protooncogene. The coordinate interactions between the 2 
potentially oncogenic cyclins, cyclin-dependent protein kinase subunits 
(cdks) and the Rb tumor -suppressor protein, were studied. The 
distribution of cyclin D isoforms was modulated by serum factors in 
primary fetal rat lung epithelial cells. Cyclin Dl was phosphorylated on 
tyrosine residues in vivo and, like cyclin A, was readily phosphorylated 
by pp60c-src in vitro. In synchronized human osteosarcoma cells, cyclin 
Dl was induced in early Gl and became associated with p9Ckshsl, a Cdk-binding 
subunit. Immunopptn. expts . with human osteosarcoma cells and Ewing 
sarcoma cells demonstrated that cyclin Dl was associated with both p34cdc2 
and p33cdk2, and that cyclin Dl immune complexes exhibited appreciable 
histone HI kinase activity. Immobilized recombinant cyclins A and Dl 
associated with cellular proteins in complexes that contained the pl05Rb 
protein. Tyrosine phosphorylation and the potential to interact directly 
or indirectly with the Rb protein may be related to the membrane -mediated 
signaling events in the regulation of gene expression. 
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RlCH2N.^^NMe 

T 

NNO2 



II 



AB R1CH2NHC( :NN02)NHMe (I; Rl = 2 -chloro-5-pyridyl or 2 -chloro-5-thiazoyl) , 
useful as insecticides (no data) , are prepared by ring cleavage of 
hexahydrotriazines II (R = lower alkyl, alkenyl) in presence of acids. A 
solution of 0.5 g II (R = Me, Rl = 2 -chloro-5-pyridyl) in AcOH was treated 
with HCl at 50-60«» for 30 min to give I. 
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Journal 
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AdnaA null strain could not support replication of intact plasmid R6K or 
derivs. containing combinations of its three replication origins (a, 
y, p) . dnaA Binds in vitro to sites in two functionally 
distinct segments of the central y origin. The 2 77 -bp core segment 
is common to all three origins and contains DnaA box 2, which cannot be 
deleted without preventing replication. Immediately to the left of the 
core lies the 106-bp origin enhancer, which contains DnaA box 1. When the 
.origin enhancer is deleted, the core alone can still initiate replication 
if levels of wt n protein are decreased or if copy-up n mutant 
proteins are provided in trans. dnaA Does not effect expression of R6K 
replication initiator protein n, although several DnaA boxes were 
identified in the coding segment of the pir gene, which encodes n. 
Together these data suggest that a single DnaA box 2, is sufficient for 
initiation from the y origin and might be sufficient and required 
for the activity of the a and p origins as well. Implications 
of the DnaA protein binding to two domains of the y origin and the 
role of the 106-bp origin enhancer in replication are discussed. 
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Insecticides contain the title compds . I (R = NHCH2Y; Rl = lower alkyl; R2 
= Rl, alkenyl, cycloalkyl, aralkyl, haloalkyl; Y = 2 -chloro-5 -pyridyl , 
2-chloro-5-thiazolyl) , prepared from I (R = SR3 ; R3 = lower alkyl) and 
YCH2NH2. A mixture of 2 . 0 g I (R = SMe , Rl = R2 = Me) and 2.2 g 
2-chloro-5-pyridylmethylamine in iso-Pr ale. was refluxed for 5 h to give 
3.2 g I (R = 2-chloro-5-pyridylmethylamino, Rl = R2 = Me), which (at 500 
ppm) controlled Nephotettix cincticeps on rice with 100% mortality, vs. 
70%, for sumithion. 
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AB Hexahydrotriazine derivs. [X; R = alkyl, alkenyl; Rl = H, alkyl, alkenyl, 
alkynyl, (6-chloro-3-pyridyl) methyl; R2 = 6-chloro-3 -pyridyl , 
2-chlorot:hiazol-5-yl] are prepared A solution of Et3N in THF was added to a 
suspension of 0 . 6 g guanidine derivative II and 0.4 g {ClCH2)2NMe in THF with 
stirring under cooling to give 0.78 g I (R = Me, Rl = H, R2 = 
6-chloro-3 -pyridyl) , which killed 100% green rice leafhopper larvae at 500 
ppm. Also prepared and tested were 11 addnl . I. 
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AB Title compds, I (X = F3C; Y = H, halo, 02N, NC; R = 02N, alkylthio, halo, 

NC; Rl = tetrahydrofuryloxy) were prepared by esterif ication of I (Rl = CI) 
with hydroxytetrahydrof uran . Thus, 2-nitro-5- (2-chloro-4- 
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trifluoromethylphenoxy) benzoic acid was converted with S0C12 to I (X = 
F3C, Y = CI, R = 02N, Rl = CI) which was stirred with 3- 

hydroxytetrahydrofuran and Et3N to give I (X = F3C, Y = CI, R = 02N, Rl = 
3 -tetrahydrof uryloxy) (II) . In postemergence screen in the greenhouse, II 
at 0.125 lb/acre gave complete control of alfalfa and wild mustard. A 
dust formulation contained II 10, talc 90 parts. 
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AB Benzamides I (R = alkyl, CI, Br, N02 ; n=0, 1, 2, 3, 4;R1= N02 , 

alkylthio, CI, Br, cyano; R2 = H, CI, Br, N02 , cyano; R3 = CI , Br, CF3) 
were prepared from benzoyl chlorides and phthalimide K salts, 
2-Nitro-5- (4-trifluoromethyl-2-chlorophenoxy) benzoyl chloride was treated 
with phthalimide K salt to give I (n = 0, Rl = N02, R2 = CI, R3 = CF3) , 
which exhibited herbicidal activity. 
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AB The amides I (R = halogen, CF3; Rl = H, halogen, cyano; R2 = halogen, 

cyano, N02; R3 = H, alkyl; n = 1-3) were prepared Thus I (R = CF3, Rl = 
R2 = N02, R3=H, n=3, II) was obtained by acylating caprolactam. At 1 
lb/acre post-emergence II was totally effective against a number of weeds 
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AB 3 -Phenoxybenzoyl chlorides were converted to esters I (R = halo, CF3 ; Rl = 
H, halo, N02, cyano; R2 = N02 alkylthio, halo, cyano; n = 1, 2; I [n = 1 
(3-isomer) , R = CF3, Rl = CI, R2 = N02] (II) exhibited herbicidal activity 
while other I were not tested. 2-Nitro-5- (4-trif luoromethyl-1, 2- 
chlorophenoxy) benzoyl chloride was stirred with 3-hydroxytetrahydrofuran 
and Et3N to give II. 
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AB Imidazolinones I (R = H, alkyl; Rl = optionally substituted PhO, PhS, 
PhSO, PhS02, PhCH2; R2 = H, halogen, trihaloalkyl , N02 , cyano, alkyl, 
alkoxy, alkyl thio) were prepared Thus, 4-PhOC6H4NH2 was treated with 
ClC02Et and the carbamate treated with (MeO) 2CHCH2NHMe to give 
4-PhOC6H4NHCONMeCH2CH(OMe) 2 which was cyclized with concentrated HCl to give 
(R = Me, Rl = PhO, R2 = H) . At 8 Ib/acre post -emergence I (R = Me, Rl = 
PhO, R2 = H) gave total control of e.g. jimsonweed or velvetleaf . 
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AB ' The title compds . I [R = alkyl, halo, haloalkyl, alkoxy; n = 0, 1, 2; Rl = 
alkyl, alkenyl, haloalkyl, HC . tplbond. CCR3R4 (R3, R4 = H, alkyl) ; R2 = OH, 
NR5R6 [R5, R6 = H, alkyl, alkenyl, haloalkyl, hydroxyalkyl , alkoxyalkyl, 
cycloalkyl, (R7) mC6H5-m (CH2)x (m = 0, 1-3; x = 0, 1; R7 = alkyl, alkoxy, 
alkylthio, halo, haloalkyl, N02 , CN) ] , 02CR8 [R8 = alkyl, alkenyl, 
haloalkyl, alkynyl, alkoxyalkyl, cycloalkyl, (R7 ) mC6H5 -m (CH2 ) x (R7, m, x 
as before)]] were prepared Thus, I (R = H, Rl = Me, R2 = OH) was prepared 
from 2-aminobenzothiazole by sequential treatment with C0C12 in AcOEt 
(reflux, 1 h) , MeNHCH2CH (OMe) 2 in C6H6 (room temperature, 1 h) , and aqueous 

HCl -MeOH 

(N2, reflux, .apprx.15 min) . I are useful as herbicides; their activities 
were assessed against a variety of weeds using pre- and postemergence 
testing. 



L12 ANSWER 39 OF 41 HCAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1978 : 105336 HCAPLUS 
88:105336 

l-Thiazolylimidazolidinones 

Wu, Frank; Krenzer, John 

Velsicol Chemical Corp., USA 

Ger. Offen., 36 pp. 

CODEN: GWXXBX 

Patent 

German 

1 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


DE 


2724614 


Al 


19771215 


DE 


1977-2724614 


19770601 


US 


4116969 


A 


19780926 


US 


1976-691743 


19760601 


US 


4118390 


A 


19781003 


US 


1976-691949 


19760601 


CA 


1078391 


Al 


19800527 


CA 


1977-278390 


19770513 


IL 


52091 


Al 


19800731 


IL 


1977-52091 


19770513 


JP 


52148072 


A2 


19771208 


JP 


1977-63152 


19770530 


JP 


61034434 


B4 


19860807 








BE 


855285 


Al 


19771003 


BE 


1977-178104 


19770601 


NL 


7705992 


A 


19771205 


NL 


1977-5992 


19770601 


FR 


2353548 


Al 


19771230 


FR 


1977-16735 


19770601 


FR 


2353548 


Bl 


19840302 








BR 


7703562 


A 


19780228 


BR 


1977-3562 


19770601 


AU 


7725729 


Al 


19781207 


AU 


1977-25729 


19770601 


AT 


7703884 


A 


19790615 


AT 


1977-3884 


19770601 


AT 


354442 


B 


19790110 








GB 


1579771 


A 


19801126 


GB 


1977-23189 


19770601 


CH 


634201 


A 


19830131 


CH 


1977-6733 


19770601 


PRIORITY APPLN. INFO.: 






US 


1976-691743 


A 19760601 










US 


1976-691941 


A 19760601 










us 


1976-691949 


A 19760601 



GI 



N 



R2 



L 



-N- 



NRl 



Page 102 



Lukton 10_600303 

AB The thiazolylimidazolidinones I (R = halo, alkylsulf onyl ; Rl = alkyl, 

alkenyl, alkynyl; R2 = OH, substituted or unsubstituted NH2, acyloxy) were 
prepared for use as herbicides. Thus, 5-bromo-2-thia2olyl isocyanate dimer 
was treated with MeNHCH2CH (OMe) 2 , followed by cyclization with HCl-MeOH to 
give I (R = Br, Rl = Me, R2 = OH) (II) , which reacted with EtNH2 to give I 
(R = Br, Rl = Me, R2 = EtNH) . Application of 1 lb/acre II solution gave 
complete destruction of Avenua sativa. 



L12 ANSWER 40 OF 41 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



HCAPLUS COPYRIGHT 2006 ACS on STN 
. 1973:21477 HCAPLUS 
78:21477 

Measurement of electron distribution function in a 
cesium plasma 

Chen, Che Jen;, Wu, James; Wu, Frank 
Jet Propul. Lab., Pasadena, CA, USA 
Journal of Applied Physics (1972)., 43 (11), 4570-3 
CODEN: JAPIAU; ISSN: 0021-8979 
Journal 
English 

A conventional plane Langmuir probe with d.c' superimposed on a small 
sinusoidal signal was used to measure the electron-energy distribution in 
a Cs discharge tube. The current -voltage characteristic and its 
2nd-derivative characteristic are obtained for various discharge conditions 
The electron-energy distribution at different-gas particle ds . and elec. 
fields in the pos . column are calculated Deviation from a Maxwellian 
distribution is observed for a low-gas-d. and high-elec . -field plasma. The 
calcn. of the distribution function is also carried out by solving 
numerically elastic and inelastic collisions. 



AUTHOR (S) : 
CORPORATE SOURCE 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 
AB 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



HCAPLUS COPYRIGHT 2 0 06 ACS on STN 
1972:80788 HCAPLUS 
76:80788 

Raman scattering cross section for dinitrogen 

tetroxide 

Chen, Che Jen; Wu, Frank 
Jet Propul. Lab., Pasadena, CA, USA 
Applied Physics Letters (1971), 19(11), 452-3 
CODEN: APPLAB; ISSN: 0003-6951 
Journal 
English 

The N204 Raman scattering cross section, 1.4 + 10-31 cm2 , at a Raman 
shift of 1360 cm-1 was' measured by using a Q-switched ruby laser as the 
excitation source. The measured cross-section, 2.3 + 10-30. cm2, for 
N2 at a Raman shift of 2330 cm-1 is compared with the value 8.3 + 
10-30 cm2 reported by D. A. Leonard (1970) . These cross sections can be 
used in determining concns . of the gases in air. 



AUTHOR (S) : ^ 
CORPORATE SOURCE 
SOURCE : 

DOCUMENT TYPE: 

LANGUAGE : 
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DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 
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RING(S) ARE ISOLATED OR EMBEDDED 
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NUMBER OF NODES IS 60 
STEREO ATTRIBUTES: NONE 



L7 53 SEA FILE=REGISTRY SUB=L5 SSS FUL L6 

L8 2 SEA FILE=HCAPLUS ABB=ON PLU=ON L7 

L9 42 SEA FILE=HCAPLUS ABB=ON PLU=ON "WU FRANK" /AU OR "WU FRANK X 

H"/AU 

LIO 216 SEA FILE=HCAPLUS ABB=ON PLU=ON "WU F"/AU OR "WU F X"/AU 

Lll 164 SEA FILE=HCAPLUS ABB=ON PLU=ON "OR Y S"/AU OR ("OR YAT S"/AU 

OR "OR YAT SU"/AU OR "OR YAT SUN"/AU OR ' "OR YATSUN"/AU) 
L12 41 SEA FILE=HCAPLUS ABB=ON PLU=ON L9 NOT L8 

L13 0 SEA FILE=HCAPLUS ABB=ON PLU=ON (LIO AND Lll) NOT (L8 OR L12) 
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L5 1743 SEA FILE=REGISTRY SSS FUL L3 
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L7 53 SEA FILE=REGISTRY SUB=L5 SSS FUL L6 

LB 2 SEA FILE=HCAPLUS ABB=ON PLU=ON L7 

L9 42 SEA FILE=HCAPLUS ABB=ON PLU=ON "WU FRANK" /AU OR "WU FRANK X 

H"/AU 

LIO 216 SEA FILE=HCAPLUS ABB=ON PLU=ON "WU F"/AU OR "WU F X"/AU 

Lll 164 SEA FILE=HCAPLUS ABB=ON PLU=ON "OR Y S"/AU OR ("OR YAT. S"/AU 

OR "OR YAT SU"/AU OR "OR YAT SUN"/AU OR "OR YATSUN"/AU) 

L12 41 iSEA FILE=HCAPLUS ABB=ON PLU=ON L9 NOT LB 
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L16 22483 SEA FILE=HCAPLUS ABB=ON PLU=ON L15 OR CYCLOSPOR? 

L17 13 SEA FILE=HCAPLUS ABB=ON PLU=ON (L16 AND (LIO OR Lll)) NOT 

(L8 OR L12) 
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PRIORITY APPLN. INFO.: US 2003-360894 A 20030207 

OTHER SOURCE(S): MARPAT 141:174478 

AB The invention relates to cyclosporin analogs 

cycle [A-B-Sar-MeLeu-Val-MeLeu-Ala-U-MeLeu-MeLeu-MeVal] [I; A is 

-NMeCH[CH(OR)CHMe-X-Y]CO- of Stereo pR, yR, where X is (CH2)2-8 

or CH2CH:CH(CH2) 2-5 and Y is D, halo, SCN, NCO, NCS , OH, OAc, halo, 

alkoxy, aryl, etc.; R is H or a protecting group; B is -aAbu-, 

-Val-, -Thr- or -Nva-; U is -D-Ala-, -D-Ser-, - [0- (2-hydroxyethyl) -D-Ser] 

, - [0-acyl-D-Ser] - or - [O- (2-acyloxyethyl) -D-Ser] -] and their prodrugs or 

pharmaceutically-acceptable salts for the treatment of immune disorders. 

Thus, I [X = (CH2)2, Y = SPh, R = H, B = -oAbu-, and U is -D-Ala-] 

was prepared from cyclosporin A via acetylation, ozonolysis, 

borohydride reduction, mesylation, and reaction with thiophenol. Compds . 

the invention showed IC50 values 20 to 0.006 jiM in the calcineurin 

inhibition assay. 

IT 83602-41-9P 121584-52-9P 699022-24-7P 
699022-25-8P 733037-35-9P 733037-37-lP 
733037-41-7P 733037-43-9P 733037-45-lP 
733037-50-8P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of cyclosporins for treatment of immune disorders) 
RN 83602-41-9 HCAPLUS 

CN Cyclosporin A, 6 -acetate (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 
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PAGE 1-B 




i-Bu O Me Et O 




RN . 121584-52-9 HCAPLUS 

CN Cyclosporin A, 6- [ (3R,4R) -3- (acetyloxy) -N, 4 -dimethyl -6 -oxo-L-norleucine] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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PAGE 1-B 




i-Bu O Me Et O 



PAGE 1-C 




OAc 

RN 699022-24-7 HCAPLUS 

CN Cyclosporin A, 6- [3-0-acetyl-2 , 4 , 5-trideoxy-4-methyl-2- (methylamino) 
arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 

O Me 
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RN 699022-25-8 HCAPLUS 
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CN Cyclosporin A, 6- [3 -O-acetyl-2 , 4 , 5-trideoxy-4-methyl-2- (methylamino) -6-0- 
(methylsulfonyl) -D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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p Me 




i-Bu O Me Et 
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PAGE 1-C 




RN 733037-35-9 HCAPLUS 

CN Cyclosporin A, 6- [3-0-acetyl-2, 4, 5-trideoxy-4-methyl-2- (methylamino) -6-S- 
phenyl-6-thio-D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute. stereochemistry. 
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PAGE 1-B 




i-Bu O Me Et O 



PAGE 1-C 




RN 733037-37-1 HCAPLUS 

CN Cyclosporin A, 6- [3 -O-acetyl-2 , 4 , 5 - trideoxy-4 -methyl-2 - (methyl amino) -6-0- 
phenyl-D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Cyclosporin A, 6- [3 -O-acetyl-2 , 4 , 5-trideoxy-4 -methyl-2- (tnethylamino) -6-0- 
(phenylmethyl) -D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

O Me 




i-Bu O Me Et O 
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PAGE 1-C 




OAc 

RN 733037-43-9 HCAPLUS . 

CN Cyclosporin A, 6- [3-0-acetyl-6-0- (2 -chlorophenyl) -2 , 4 , 5-trideoxy-4-methyl- 
2 - (tnethylamino) -D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 
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PAGE 1-B 




i-Bu O Me Et 



PAGE 1-C 




OAc 



RN 733037-45-1 HCAPLUS 

CN Cyclosporin A, 6- [3 -O-acetyl -2 , 4 , 5 -trideoxy-4 -methyl-2 - (methylamino) -6-0-2- 
pyridinyl-D-arabino-hexonic acid] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 1-B 

Me O i-Bu Me O 




i-Bu O Me Et O 



PAGE 1-C 




OAc 

RN . 733037-50-8 HCAPLUS 
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CN Cyclosporin A, 6- [ (2S , 3R, 4R, 6E) -3 , 9-bis (acetyloxy) -4-methyl-2 - 
(methylamino) -6-nonenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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P Me 
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PAGE 1-C 




OAc 

IT 733037-36-OP 733037-38-2P 733037-39-3P 
733037-40-6P 733037-42-8P 733037-44-OP 
733037-46-2P 733037-47-3P 733037-48-4P 
733037-49-5P 733037-51-9P 733037-52-OP 
733037-53-lP 

RL: PAC (Pharmacological activity) / SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of cyclosporins for treatment of immune, disorders) 
RN 733037-36-0 HCAPLUS 

CN Cyclosporin A, 6- [2,4, 5 - trideoxy-4 -methyl -2 - (methylamino) -6-S-phenyl-6- 
thio-D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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O Me 
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PAGE 1-B 




i-Bu O Me Et O 



PAGE 1-C 




OH 

RN 733037-38-2 HCAPLUS 

CN Cyclosporin A, 6- [2 , 4 , 5-trideoxy-4 -methyl-2 - (methylamino) -6-0-phenyl-D- 
arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 733037-39-3 HCAPLUS 
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CN Cyclosporin A, 6- [3 -O-acetyl-2 , 4 , 5-trideoxy-6-S-ethyl-4-methyl-2 - 

(methylamino) -6-thio-D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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i-Bu O Me Et O 
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PAGE 1-C 




RN 733037-40-6 HCAPLUS 

CN Cyclosporin A, 6- [2 , 4 , 5-trideoxy-6-S-ethyl-4 -methyl-2 - (methyl amino) -6-thio- 
D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-B 




i-Bu O Me Et O 
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RN 733037-42-8 HCAPLUS 

CN Cyclosporin A, 6- [2 , 4 , 5-trideoxy-4 -methyl-2 - (methylamino) -6-0- 
(phenylmethyl) -D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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PAGE 1-B 




i-Bu O Me Et O 
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CN Cyclosporin A, 6- [6-0- (2-chlorophenyl) -2 , 4 , 5-trideoxy-4-methyl-2 - 
(methylamino) -D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 
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PAGE 1-C 




OH 



RN 733037-46-2 HCAPLUS 

CN Cyclosporin A, 6- [2, 4 , 5-trideoxy-4-methyl-2- (methylamino) -6-0-2-pyridinyl- 
D-arabino~hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-B 




PAGE 1-C 




OH 



RN 733037-47-3 HCAPLUS 

CN Cyclosporin A, 6- [3 -O-acetyl-2 , 4 , 5 -trideoxy-4 -methyl -2 - (methylamino) -6-S- 
(2-methylphenyl) -6-thio-D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1 




PAGE 1 




OAc Me 
RN 733037-4 8-4 HCAPLUS 
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CN Cyclosporin A, 6- [ (3R, 4R) -3 - (acetyloxy) -N, 4 -dimethyl-6-thiocyanato-L- 
norleucine]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




PAGE 1-B 
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PAGE 1-C 




RN 733037-49-5 HCAPLUS 

CN Cyclosporin A, 6- [3 -O-acetyl-2 , 4 , 5 , 6-tetradeoxy-6-isocyanato-4 -methyl-2 - 
(methylamino) -D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Page 131 



Lukton 10 600303 




i-Bu 




OAc 



PAGE 1-C 



NCO 



RN 733037-51-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -9- (acetyloxy) -3 -hydroxy- 4 -methyl - 
(methylamino) -6-nonenoic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-A 

O Me 




PAGE 1-B 

Me O i-Bu Me O 




i-Bu O Me Et 0 
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RN 733037-52-0 HCAPLUS 
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CN Cyclosporin A, 6- [3-0-acetyl-2, 4 , 5, 6-tetradeoxy-4-methyl-2- (methylamino) -6- 
(phenylamino) -D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

O Me 
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PAGE 1-C 




NHPh 



OAC 

RN 733037-53-1 HCAPLUS 

CN Cyclosporin A, 6- [3-0-acetyl-2 , 4 , 5 , 6-tetradeoxy-4-methyl-2- (methylamino) 
(methylphenylamino) -D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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i-Bu 




OAc 



PAGE 1-C 



IT 



RN 
CN 



59865-13-3/ Cyclosporin a 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of cyclosporins for treatment of immune disorders) 
59865-13-3 HCAPLUS 

Cyclosporin A (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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SI, 


SK, 


ML, 


MR, 


NE, 


SN, 


TD, TG 



US 2002-309934 



A 20021204 



[I; A is 



IT 



RN 
CN 



MARPAT 141:23910 
The invention relates to cyclosporin analogs 
cyclo [A-B-Sar-MeLeu-Val-MeLeu-Ala-U-MeLeu-MeLeu-MeVal] 
-NMeCH[CH(OR)CHMe-X-Y]CO- of stereo aS, PR, PR, where X is 

(CH2)l-8 or CH2CH:CH(CH2)2-5 and Y is OH, OAc, halo, N3, CN, OSO2R10 (RIO 
is F, Me, CF3, Ph, MePh) ; or X-Y is CH:CH2, CHO, or Et; R is H or a 
protecting group; B is -aAbu-, -Val-, -Thr- or -Nva-; U is -D-Ala-, 
-D-Ser-, - [O- (2-hydroxyethyl) -D-Ser] -, - [O-acyl-D-Ser] - or 
- [0- (2-acyloxyethyl) -D-Ser] -] and their prodrugs or pharmaceutically- 
acceptable salts for the treatment of immune disorders. Thus, I [X = 
(CH2)2, Y=N3, R=H, B= -oAbu-, and U is -D-Ala-] was prepared from 
cyclosporin A via ozonolysis and azidation reactions. Compds . of 
the invention showed IC50 values 20 to 0.006 |xM in the calcineurin 
inhibition assay. 

83602-41-9P 121584-52-9P 699022-24-7P 
699022-25-8P 699022-26-9P 699022-28-lP 
699022-30-5P 699022-32-7P 699022-35-OP 
699022-36-lP 699022-37-2P 699022-44-lP 
700371-72-8P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of cyclosporins for treatment of immune disorders) 
83602-41-9 HCAPLUS 

Cyclosporin A, 6-acetate (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) 
Double bond geometry as shown. 
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PAGE 1-A 
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i-Bu O Me Et O 
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OAc 



RN 121584-52-9 HCAPLUS 

CN Cyclosporin A, 6- [ (3R,4R) -3- (acetyloxy) -N, 4 -dimethyl -6 -oxo-L-norleucine] - 
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(9CI) (CA INDEX NAME) 
Absolute stereochemistry. Rotation (-) . 



PAGE 1-A 

O Me 




PAGE 1-B 
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PAGE 1-C 




OAc 



RN 699022-24-7 HCAPLUS 

CN Cyclosporin A, 6- [3 -O-acetyl-2 , 4 , 5-trideoxy-4 -methyl-2- (methyl ami no) -D- 
arabino-hexonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 




i-Bu 
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i-Bu 



PAGE 1-C 




OAc 



RN 699022-25-8 HCAPLUS 

CN Cyclosporin A, 6- [3-0-acetyl-2 , 4 , 5-trideoxy-4-methyl-2- (methylamino) -6-0- 
(methylsulfonyl) -D-arabino-hexonic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Page 142 



Lukton 
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PAGE 1-B 




i-Bu 0 Me Et O 
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CN Cyclosporin A, 6- [(3R,4R) -3- (acetyloxy) -6-azido-N, 4-dimethyl-L-norleucine] 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 




i-Bu 



PAGE 1-B 
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PAGE 1-C 




RN 699022-28-1 HCAPLUS 

CN Cyclosporin A, 6- [(3R,4R) -3- (acetyloxy) -6-cyano-N, 4-dimethyl-L-norleucine] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

O Me 




Page 145 



Lukton 10 600303 




i-Bu 



PAGE l-C 




OAc 

RN 699022-30-5 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -3 - (acetyloxy) -6-f luoro-N, 4 -dimethyl- 
norleucine]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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PAGE 1 




OAc 

RN 699022-32-7 HCAPLUS 
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CN Cyclosporin A, 6- [ (3R, 4R) -3- (acetyloxy) -6-chloro-N, 4-dimethyl-L- 
norleucine] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




PAGE 1-B 
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PAGE 1"C 




OAc 



CH2CI 



RN 699022-35-0 HCAPLUS 

CN Cyclosporin A, 6- [(3R,4R) -3- (acetyloxy) -N, 4 -dimethyl- 6- (phenylseleno) -L- 
norleucine]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




i-Bu 
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i-Bu 



PAGE 1-C 




OAc 



RN 699022-36-1 HCAPLUS 

CN Cyclosporin A, 6- [(3R,4R) -3- (acetyloxy) -5 , 6-didehydro-N, 4-dimethyl- 
norleucine] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry - 
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PAGE 1-A 





i-Bu 



PAGE 1-C 




OAc 

RN 699022-37-2 HCAPLUS 
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CN Cyclosporin A, 6- [3-0-acetyl-2 , 4-dideoxy-4-methyl-2- (methylamino) 
arabinonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

0 Me 




PAGE 1-B 
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PAGE 1-C 




OAc 

RN 699022-44-1 HCAPLUS 

CN ' Cyclosporin A, 6- [ (2S , 3R, 4R) -9- (acetyloxy) -3 -hydroxy-4 -methyl 
(methylamino) -6-nonenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



PAGE 1-^ 
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PAGE 1-B 




PAGE 1-C 




700371-72-8 HCAPLUS . ^ . i ,r,nr\ 

Cyclosporin A, 6- [ (3R, 4S) -3 - (acetyloxy) -N-methyl-S-oxo-L-leucme] - {9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. Rotation {-) . 



RN 
CN 



Page 154 



Lukton 10 600303 



PAGE 1-A 




i-Bu 




i-Bu 



.Me 



Me 




CHO 



H 



OAc 



IT 114865-25-7P 699022-27-OP 699022-29-2P 



PAGE 1-C 
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699b22-31-6P 699022-33-8P 699022-34-9P 
699022-38-3P 699022-39-4P 699022-40-7P 
699022-41-8P 699022-42-9P 699022-43-OP 
699022-45-2P 699022-46-3P 699022-47-4P 
699022-48-5P 69^9022-49-6P 699022-50-9P 
699022-51-OP 700371-73-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of cyclosporins for treatment of immune disorders) 
RN 114865-25-7 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-norleucine] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 
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PAGE 1-C 




RN 699022-27-0 HCAPLUS 

CN Cyclosporin A, 6- [ (3R,4R) -6-azido-3 -hydroxy-N, 4 -dimethyl-L-norleucine] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

0 Me 
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PAGE 1-B 




i-Bu O Me Et O 



PAGE 1-C 




RN 699022-29-2 HCAPLUS 

CN Cyclosporin A, 6- [ (3R,4R) -6-cyano-3-hydroxy-N, 4-dimethyl-L-norleucine] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 

O Me 





x-Bu 



PAGE 1-C 




699022-31-6 HCAPLUS 
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CN Cyclosporin A, 6- [(3R,4R) -6-f luoro-3 -hydroxy -N, 4 -dimethyl -L-nor leucine] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 




PAGE 1-B 
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PAGE 1-C 




RN 699022-33-8 HCAPLUS 

CN Cyclosporin A, 6- [(3R,4R) -6-chloro-3-hydroxy-N, 4-dimethyl-L-norleucine] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



PAGE 1-A 

O Me 
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PAGE 1-B 




i-Bu O • Me Et O 



PAGE 1-C 




CH2CI 



OH 



RN 699022-34-9 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -6-bromo-3-hydroxy-N, 4-dimethyl-L-norleucine] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 1-B 
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CN Cyclosporin A, 6- [3-0-acetyl-2, 4-dideoxy-4-methyl-2- (methyl ami no) -5-0- 
(methylsulfonyl) -D-arabinonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

O Me 




PAGE 1-B 




Page 164 



Lukton 10 600303 



PAGE 1-C 




Me 




RN 699022-39-4 HCAPLUS 

CN Cyclosporin A, 6- [3 -0-acetyl-5-azido-2 , 4 , 5-trideoxy-4-methyl-2 - 
(methylamino) -D-arabinonic acid]- (9CI) (CA INDEX NAME) 
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OAc 



RN 699022-40-7 HCAPLUS 

CN Cyclosporin A, 6- [5 -azido-2 , 4 , 5 -trideoxy-4-methyl-2 - 
arabinonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Lukton 



10 600303 




PAGE 1-C 




RN 699022-41-8 HCAPLUS 



Page 167 



Lukton 10_600303 

CN Cyclosporin A, 6- [ (3R,4R) -5-cyano-3 -hydroxy-N-methyl-L-leucine] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 



O Me 
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PAGE 1-C 




RN 699022-42-9 HCAPLUS 

CN Cyclosporin A, 6- [2 , 4 , 5 - trideoxy-5 -f luoro-4 -methyl -2 - (methylamino) -D- 
arabinonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 
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PAGE 1-B 




PAGE 1-C 




RN 699022-43-0 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -5 , 6-didehydro-3-hydroxy-N, 4-dimethyl 
norleucine]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R) -10- (acetyloxy) -3-hydroxy-4 -methyl-2 - 
(methylamino) -6-decenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




PAGE 1-B 
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PAGE 1-C 




RN 699022-46-3 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R) -11- (acetyloxy) -3-hydroxy-4-methyl 
(methylamino) -6-undecenoic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 

PAGE 1-A 
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PAGE 1-B 




PAGE 1-C 




RN 699022-47-4 HCAPLUS 

CN Cyclosporin A, 6- [ {2S, 3R, 4R) -10-cyano-3-hydroxy-4-methyl-2- (methylamino) -6- 
decenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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PAGE 1-A 

O Me 




RN 699022-48-5 HCAPLUS 
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CN Cyclosporin A, 6- [5-chloro-2 , 4 , 5-trideoxy-4-methyl-2- (methyl amino) 
arabinonic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 



O Me 




PAGE 1-B 




i-Bu O Me Et O 
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PAGE 1-C 



Me 



Me 




CH2CI 



H 



OH 



RN 699022-49-6 HCAPLUS 

CN Cyclosporin A, 6- [ (2S/3R, 4R) -9- (acetyloxy) -3-hydroxy-4-methyl 
(methylamino) -5-nonenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown, 

PAGE 1-A 




i-Bu 
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i-Bu 




,OAc 



(CH2)3 



PAGE 1-C 



RN 699022-50-9 HCAPLUS 

CN Cyclosporin A, 6- [(2S,3R,4R) - 10 -azido-3 -hydroxy-4-methyl-2- (methyl ami no) 
decenoic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 
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PAGE 1-A 

O- Me 





i-Bu 



Me 




(CH2)3 



^N3 



PAGE 1-C 



RN 699022-51-0 HCAPLUS 
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CN Cyclosporin A, 6 - [ (3R, 4S) -3-hydroxy-N-methyl-5-oxo-L-leucinel - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



PAGE 1-A 




i-Bu 



PAGE 1-B 
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PAGE 1-C 




OH 



RN 700371-73-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R) -lO-bromo-3 -hydroxy-4 -methyl-2 - {methyl amino) -6- 
decenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 

PAGE 1-A 
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i-Bu 




(CH2)3 



Br 



PAGE 1-C 



IT 



RN 
CN 



59865-13-3, Cyclosporin a 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of cyclosporins for treatment of immune disorders) 
59865-13-3 HCAPLUS 

Cyclosporin A (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 
Double bond geometry as shown. 
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PAGE 1-A 

O Me 
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L17 ANSWER 3 OF 13 HCAPLUS COPYRIGHT 2 006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003 : 777363 HCAPLUS 
139:277169 

Preparation of cyclosporins for the 

treatment of immune disorders 

Or, Yat Sun; Lazarova, Tsvetelina; Eckstein, 

Jens Werner 

USA 

U.S. Pat. Appl. Publ. 
Ser. No. 800,856. 
CODEN: USXXCO 
Patent 
English 
2 



12 pp., Cont . -in-part of U.S. 



PATENT NO. 



US 2003186855 
US 2002142946 

US 6784156 
US 2003109426 
PRIORITY APPLN. INFO 
OTHER SOURCE (S) : 
AB 



KIND 


DATE 


APPLICATION NO. 


DATE 


Al 


20031002 


US 2003-349890 


20030123 


Al 


20021003 


US 2001-800856 


20010305 


B2 


20040831 






Al 


20030612 


US 2003-345866 


20030116 






US 2001-800856 


A2 20010305 



IT 



RN 
CN 



MARPAT 139:277169 
The invention relates to cyclosporins cyclo [A-B-Sar-MeLeu-Val- 
MeLeu-Ala-U-MeLeu-MeLeu-MeVal] [I; A is -NMeCH [CH (OH) CHMeCH2CH: CH-X-Y] CO- 
of stereo aS,PR,yR, where X is absent or (cyclo) alkyl and 
Y is (thio) carboxy or (un) substituted alkyl ester; B is -aAbu-, 
-Val-, -Thr- or -Nva-; U is -D-Ala-, -D-Ser-, - [O- (2 -hydroxyethyl) -D-Ser] - 
, - [0-acyl-D-Ser] - or - [0- (2-acyloxyethyl) -D-Ser] -] and their prodrugs or 
pharmaceutically-acceptable salts for treating or preventing an 
inflammatory or immune disorder while eliminating or reducing the toxicity 
associated with administration of cyclosporin A. The synthesis of 
analogs I involves modification of residue -NMeCH [CH (OH) CHMeCH2CH : CHMe] CO- 
(same stereo) by reaction with CH2:CH-X-Y. Thus, I (X is absent, Y is 
C02Me, B is -oAbu-, and U is -D-Ala-) was prepared by treatment of 
cyclosporin A with Me acrylate over Nolan catalyst. Calcineurin 
inhibition assay IC50 values were determined at inhibitor concns. 20 to 0. 
fxM. 

122547-85-7P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 

(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of cyclosporins for the treatment of immune 
disorders) 
122547-85-7 HCAPLUS 

Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) -2- 
octenedioic acid]-, methyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 
Double bond geometry as shown. 
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O Me 




PAGE 1-C 




Page 185 



Lukton 10 600303 



457613-01-3P 457613-10-4P 457613-11-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of cyclosporins for the treatment of immune 
disorders) 
RN 100364-58-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) -2- 
octenedioic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

PAGE 1-A 



O Me 




i-Bu O Me Et O 
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PAGE 1-C 



Me 




CO2H 



RN 457612-98-5 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) '•6-hydroxy-5-methyl-7- (methylamino) -2- 
octenedioic acid]-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

PAGE 1-A 




i-Bu 
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i-Bu 




OEt 



PAGE 1-C 



RN 457613-00-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methyl amino) 
octenedioic acid]-, propyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methyl amino) -2- 
octenedioic acid]-, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

PAGE 1-A 

O Me 
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PAGE 1-C 




RN 457613-10-4 HCAPLUS 

CN Cyclosporin A, 6- [ (5E, 8R, 9R, lOS) -9 -hydroxy- 8 -methyl -10- (methyl ami no) -5- 
undecenedioic acid]-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shovm. 

PAGE 1-A . 

O Me 
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PAGE 1-B 




i-Bu O Me Et O 
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OH O 



RN 457613-11-5 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6 -hydroxy -5-methyl-7- (methyl amino) -2- 
octenedioic acid]-, 9H-f luoren-9-ylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 59865-13-3, Cyclosporin a 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of cyclosporins for the treatment of immune 
disorders) 
RN 5 9865-13-3 HCAPLUS 

CN Cyclosporin A (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003 : 696512 HCAPLUS 
139:214721 

Preparation of cyclosporin analogs for the 

treatment of immune disorders 

Or, Yat Sun; Lazarova, Tsvetelina; Eckstein, 

Jens Werner 

USA 

U.S. Pat. Appl. Publ., 12 pp., Cont . -in-part of U.S. 

Pat. Appl. 2003 87,813. 

CODEN: USXXCO 

Patent 

English 

2 



PATENT NO. 



KIND 


DATE 


APPLICATION NO. 


DATE 


Al 


20030904 


US 2003-349877 


20030123 


B2 


20051227 






Al 


20030508 


US 2001-975923 


20011012 


Al 


20030612 


US 2003-345855 


20030116 






US 2001-975923 


. A2 20011012 



IT 



A is 



US 2003166515 
US 6979671 
US 2003087813 
US 2003109425 
PRIORITY APPLN . INFO . : 

OTHER SOURCE(S): CASREACT 139:214721; MARPAT 139:214721 

AB The invention relates to cyclosporin analogs 

cyclo [A-B-Sar-MeLeu-Val-MeLeu-Ala-U-MeLeu-MeLeu-MeVal] [I; 
-NMeCH[CH(OH)CHMe(CH2)3-X-Y]CO- of stereo aS,pR,YR, where 
X is absent or (cyclo) alkyl and Y is ( thio) carboxy or • (un) substituted 
alkyl ester; B is -aAbu-, -Val-, -Thr- or -Nva-; U is -D-Ala-, 
-D-Ser-, - [O- (2-hydroxyethyl) -D-Ser] - [0-acyl-D-Ser] - or 
- [0- (2-acyloxyethyl) -D-Ser] -] and their prodrugs or pharmaceutically- 
acceptable salts for treating or preventing an inflammatory or immune 
disorder while eliminating or reducing the toxicity associated with 
administration of cyclosporin A. The synthesis of analogs I 
involves modification of residue -NMeCH [CH (OH) CHMeCH2CH:CHMe] CO- (A', same 
stereo) by reaction with CH2:CH-X-y, followed by catalytic hydrogenation . 
Thus, I (X is absent, Y is C02Me, B is -txAbu-, and U is -D-Ala-) was 
prepared by hydrogenation of cyclosporin Me ester over Pd/C, 
Compds. of the invention showed IC50 values 0.1 to 0.0015 \iM for 
inhibition of calcineurin. 
502998-21-2P 502998-23-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
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(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of cyclosporin analogs for treatment of immune 

disorders) 
RN 502998-21-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S,3R,4R) -3 -hydroxy- 4 -methyl -2- (methylamino) octanedioic 
acid]-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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i-Bu 0 Me Et O 
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PAGE 1-C 




OH 

RN 502998-23-4 HCAPLUS 

CN Cyclosporin A, 6- [ (2S,3R,4R) -3-hydroxy-4-methyl-2- (methylamino) octanedioic 
acid]-, ethyl ester {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 
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PAGE 1-B 




i-Bu O Me Et O 
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IT 122547-85-7 457612-98-5 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of cyclosporin analogs for treatment of immune 
disorders) 
RN 122547-85-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7 - (methylamino) -2- 
octenedioic acid]-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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O Me 
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i-Bu .0 Me Et 0 



PAGE 1-C 




Page 199 



Lukton 10 600303 



CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) -2- 
octenedioic acid]-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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i-Bu O Me Et O 



Page 200 



Lukton 10 600303 



PAGE 1-C 




OH 



IT 59865-13-3, Cyclosporin 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(preparation of cyclosporin analogs for treatment of immune 

disorders) 
RN 59865-13-3 HCAPLUS 

CN Cyclosporin A (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
Double bond geometry as shovm. 

PAGE 1-A 



O Me 




Page 201 



Lukton 10 600303 




i-Bu 
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2003 : 319734 HCAPLUS 
138:338494 

Preparation of cyclosporin analogs for the 

treatment of autoimmune diseases 

Or, Yat Sun; Lazarova, Tsvetelina; Hamann, 

Blake; Chen, Jason 

Enanta Pharmaceuticals, Inc., USA 

PCT Int. Appl., 41 pp. 
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Patent 
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KIND 



DATE 



APPLICATION NO. 
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UG, US, 
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CASREACT 138:338494; MARPAT 138:338494 
The invention relates to cyclosporin analogs 

cyclo [A-B-Sar-MeLeu-Val-MeLeu-Ala-U-MeLeu-MeLeu-MeVal] [I; A is 
-NMeCH[CH(0H).CHMeCH2-Z-X-Y]C0- of stereo aS,pR,YR, where 
Z is CH:CH or CH2CH2, X is absent or (cyclo) alkyl , and Y is 
(un) substituted (hetero) aryl ; B is -aAbu-, -Val-, -Thr- or -Nva-; U 
is -D-Ala-, -D-Ser-, - [O- (2 -hydroxyethyl ) -D-Ser] - , - [0-acyl-D-Ser] - or 
- [O- (2-acyloxyethyl) -D-Ser] -] and their prodrugs or pharmaceutically- 
acceptable salts for the treatment of autoimmune diseases or the 
prevention of organ transplantation rejection. The synthesis of analogs I 
involves modification of residue -NMeCH [CH (OH) CHMeCH2CH:CHMe] CO- (A', same 
stereo) by reaction with CH2:CH-X-Y and optional catalytic hydrogenation. 
Thus, I (Z is CH:CH, X is absent, Y is Ph, B is -aAbu-, and U is 
-D-Ala-) was prepared by reaction of cyclosporin A with styrene 
using Nolan catalyst in CH2C12 . 
121584-43-8P 126374-37-6P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of cyclosporin analogs for treatment of autoimmune 
diseases) 
121584-43-8 HCAPLUS 

Cyclosporin A, 6- [ (aS, pR, yR) -p-hydroxy-y- 
methyl -a- (methylamino) benzeneheptanoic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 126374-37-6 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R, 6E) -3 -hydroxy-4-methyl-2 - (methylamino) 
phenyl- 6 -heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 59865-13-3DP, Cyclosporin, analogs 515159-30-5P 
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515159-31-6P 515159-32-7P 515159-33-8P 
515159-34-9P 515159-35-OP 515159-36-lP 
515159-37-2P 515159-38-3P 515159-39-4P 
515159-40-7P 515159-41-8P 515159-42-9P " 
515159-43-OP 515159-44-lP 515159-45-2P 
515159-46-3P 515159-47-4P 515159-48-5P 
515159-49-6P 515159-50-9P 515159-51-OP 
515159-52-lP 515159-53-2P 515159-54-3P 
515159-55-4P 515159-56-5P 515159-57-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of cyclosporin analogs for treatment of autoimmune 
diseases) 
RN 59865-13-3 HCAPLUS 

CN Cyclosporin A (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 515159-30-5 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R, 6E) -3 -hydroxy- 4 -methyl -2- (methyl amino) -7- (2- 
methylphenyl) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-B 
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OH Me 



RN 515159-31-6 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R,4R, 6E) -7- (4 - f luorophenyl ) -3 -hydroxy -4 -me thy 1-2 - 
(methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2S , 3R, 4R, 6E) - 3 -hydroxy- 4 -methyl -2 - (methyl ami no) -7- [4- 
(trif luoromethyDphenyl] -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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O Me 
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Me O i-Bu Me O 




i-Bu O Me Et O 
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PAGE 1-C 




OH 



RN 515159-33-8 HCAPLUS 

CN Cyclosporin A, 6- [ {2S, 3R, 4R, 6E) -7- (2 -bromophenyl) -3 -hydroxy- 4 -methyl -2 - 
(methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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O .Me 
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PAGE 1-B 




OH 



RN 515159-34-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R,4R, 6E) -7- (2 -chlorophenyl) -3 -hydroxy- 4 -methyl -2 - 
(methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2S , 3R, 4R, 6E) -3-hydroxy-7- (2 -methoxyphenyl) -4-methyl 
(methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

PAGE 1-A 
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OH OMe 



RN 515159-36-1 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -7- (3 -chlorophenyl) -3 -hydroxy-4-methyl-2 - 
(methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-C 




RN 515159-37-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -7- (4 -chlorophenyl) -3 -hydroxy -4 -methyl -2 - 
(methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE l-A 

O Me 
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i-Bu O Me Et O 
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RN 515159-38-3 HGAPLUS 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -7- (3 -bromophenyl) -3 -hydroxy-4-Tnethyl-2- 
(methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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0 Me 
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i-Bu O Me Et O 
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PAGE 1-C 




OH 



RN 515159-39-4 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -7- (4-bromophenyl) -3-hydroxy-4-methyl-2- . 
(methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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O Me 
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PAGE 1-C 




RN 515159-40-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -3 -hydroxy-7- [3- (methoxycarbonyl ) phenyl] -4- 
methyl-2- (methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ {2S , 3R, 4R, 6E) -3 -hydroxy- 7- [4- (methoxycarbonyl) phenyl] -4- 
methyl-2- (methylamino) -6-heptenoic acid] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



PAGE 1-A 

O Me 
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i-Bu O Me Et O 
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RN 515159-42-9 HCAPLUS 

CN Cyclosporin A, 6 - [ (2S, 3R, 4R, 6E) -3 -hydroxy-4 -methyl-2- (methylamino).-? - (2- 
naphthalenyl) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

PAGE 1-A 
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Bu-i 

RN 515159-43-0 HCAPL.US 

CN Cyclosporin A, 6- [ (2S, 3R,4R, 6E) -7 - [4- (1, 1 - dime thy lethyl) phenyl] -3-hydroxy- 
4-methyl-2- (methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shovm. 
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i-Bu O Me Et O 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -3-hydroxy-4-methyl-2- (methylamino) -7- 
(pentaf luorophenyl) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Doiible bond geometry as shown. 
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O Me 
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RN 515159-45-2 HCAPLUS 

CN Cyclosporin A, S- [ (2S, 3R,4R, 6E) -7- [4- (acetyloxy) phenyl] - 3 -hydroxy- 4 -methyl - 
2- (methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 515159-46-3 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R,4R, 6E) -3 -hydroxy- 7 - (4 -methoxyphenyl) -4-methyl-2- 
(methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-B 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -7- (3 , 4-dimethoxyphenyl) -3 -hydroxy-4-methyl- 
2 - (methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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O Me 




Page 230 



Lukton 10 600303 



PAGE 1-C 




RN 515159-48-5 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R, 6E) -7- (2 , 5-dimethylphenyl) -3-hydroxy-4 -methyl - 
2- (methylamino) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shovm. 

PAGE 1-A . 
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OH 



RN 515159-49-6 HCAPLUS 

CN Cyclosporin A, 6- [ (aS , pR, yR) -p-hydroxy-y, 2 - 

dimethyl -a- (me thylamino) benzeneheptanoic acid]- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -3 -hydroxy- 4 -methyl -2 - (methylamino) -7- (2- 
pyridinyl) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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0 Me 




i-Bu O Me Et O 
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RN 515159-51-0 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -3 -hydroxy-4 -methyl -2 - (methylamino) -7- (IH- 
pyrrol-2-yl) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 51515 9-52-1 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -3 -hydroxy-4 -methyl -2 - (methylamino) -7- (1- 
methyl-lH-pyrrol-2-yl) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



Page 236 




PAGE 1-B 




PAGE 1-C 




Page 23 7 



Lukton 10 600303 



RN 515159-53-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -3-hydroxy-4-methyl-2- (methylamino) -7- (2- 
thienyl) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 



RN 515159-54-3 HCAPLUS \ 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -3 -hydroxy -4 -methyl -2 - (methyl ami no) -7- (2- 
oxazolyl) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
Doxible bond geometry as shown. 

PAGE 1-A 
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OH 



RN 515159-55-4 HCAPLUS 

CN Cyclosporin A, 6- [ (2S,3R,4R, 6E) -3-hydroxy-4-methyl-2- (methyl ami no) -7- 
(phenylthio) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 515159-56-5 HCAPLUS 



Page 241 



Lukton 10_600303 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -3 -hydroxy-4 -methyl-2 - (methyl ami no) -7- 
(phenylsulfinyl) -6-heptenoic acid]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 515159-57-6 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -3 -hydroxy-4 -methyl-2 - (methyl ami no) -7- 
(phenylsulfonyl) -6-heptenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown, • 
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IT 59865-13-3, Cyclosporin a 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of cyclosporin analogs for treatment of autoimmune 
diseases) 
RN 59865-13-3 HCAPLUS 

CN Cyclosporin A (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PRIORITY APPLN. INFO.: US 2001-975923 

OTHER SOURCE(S): CASREACT 138:304531; MARPAT 138:304531 

AB The invention relates to cyclosporin analogs 

cyclo [A-B-Sar-MeLeu-Val-MeLeu-Ala-U-MeLeu-MeLeu-MeVal] [I; A is 

-NMeCH[CH(OH)CHMe(CH2)3-X-Y]CO- of stereo aS,PR,YR, where 

X is absent or (cyclo) alkyl and Y is ( thio) carboxy or (un) substituted 

alkyl ester; B is -aAbu-, -Val-, -Thr- or -Nva-; U is -D-Ala-, 

-D-Ser-, - [0- (2-hydroxyethyl) -D-Ser] -, - [0-acyl-D-Ser] - or 

- [O- (2-acyloxyethyl) -D-Ser] -] and their prodrugs or pharmaceutically- 

acceptable salts for the treatment of asthma and related diseases. The 

synthesis of analogs I involves modification of residue 

-NMeCH[CH{0H)CHMeCH2CH:CHMe]C0- (A', same stereo) by reaction with 

CH2:CH-X-Y, followed by catalytic hydrogenation . Thus, I (X is absent, Y 

is C02Me, B is -aAbu-, and U is -D-Ala-) was prepared by hydrogenation 

of cyclosporin Me ester over Pd/C. Compds . of the invention 

showed IC50 values 0 . 1 to 0.0015 ^iM for inhibition of calcineurin. 

IT 59865-13-3DP, Cyclosporin, analogs 502998-21-2P 
502998-23-4P 502998-24-5P 502998-26-7P 
510741-22-7P 510741-23-8P 510741-25-OP 
510741-27-2P 510741-28-3P 510741-30-7P 
510741-32-9P 510741-34-lP 510741-35-2P 
510741-36-3P 510741-37-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of cyclosporin analogs for treatment of lung 
diseases) 
RN 59865-13-3 HCAPLUS 
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CN Cyclosporin A (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shovm. 
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RN 5 02 998-21-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S,3R,4R) -3 -hydroxy- 4 -methyl -2 - (me thy 1 amino ) octanedioic 
acid]-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 
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RN 502998-23-4 HCAPLUS 

-CN Cyclosporin A, 6- [ (2S,3R,4R) -3 -hydroxy-4 -methyl-2 - (methylamino) octanedioic 
acid]-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. t 
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CN Cyclosporin A, 6- [ (2S,3R,4R) -3 -hydroxy-4 -methyl -2 - (methylamino) octanedioic 
acid]-, methoxymethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 502998-26-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R) -3 -hydroxy-4 -methyl-2- (methylamino) octanedioic 
acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN. 510741-22-7 HCAPLUS 

CN Cyclosporin A, 6- [(2S,3R,4R) -3 -hydroxy- 4 -methyl -2- (methylamino) octanedioic 
acid]-, propyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 510741-23-8 HCAPLUS 
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CN Cyclosporin A, 6- [ (2S,3R,4R) -3 -hydroxy- 4 -methyl -2 - ( me thy 1 amino ) octanedio 
acid]-, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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0 Me 




i-Bu O Me Et O 
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RN 510741-25-0 HCAPLUS 

CN Cyclosporin A, 6- [ (2S,3R,4R) -3 -hydroxy-4 -methyl-2- (methylamino) octanedioic 
acid]-, fluoromethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 510741-27-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S,3R,4R) -3 -hydroxy-4 -methyl -2 - ( me thyl amino ) octanedioic 
acid]-, difluoromethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 510741-28-3 HCAPLUS 
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CN Cyclosporin A, 6- [(2S,3R,4R) -3 -hydroxy-4 -methyl -2 - (methylamino) octanedioic 
acid]-, trifluoromethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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x-Bu 




i-Bu 
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RN 510741-30-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2S,3R,4R) -3-hydroxy-4 -methyl-2- (methyl amino ) octanedioic 
acid]-, 2,2,2-trifluoroethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 
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RN 510741-32-9 HCAPLUS 

CN Cyclosporin A, 6- [(2S,3R,4R) -3 -hydroxy -4 -methyl -2 - (methylamino) octanedioic 
acid]-, chloromethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 510741-34-1 HCAPLUS 
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CN Cyclosporin A, 6~ [ (2S, 3R, 4R) -3 -hydroxy-4 -methyl-2 - (methylamino) octanedioic 
acid]-, (2 -methoxyethoxy) methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 510741-35-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R) -3 -hydroxy-4 -methyl-2 - (methylamino) -8-oxo-8- 
[ (phenylmethyl) thio] octanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 
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RN 510741-36-3 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R) -3 -hydroxy-4 -methyl-2 - 

(methylamino) undecanedioic acid]-, methyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 510741-37-4 HCAPLUS 
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CN Cyclosporin A, 6- [ (2S, 3R, 4R) -3-hydroxy-4-methyl-2- (methylamino) octanedioic 
acid]-, anhydride with 9H-f luoren-9-ylmethyl hydrogen carbonate (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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' 0 Me 
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IT 122547-85-7 457612-98-5 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of cyclosporin analogs for treatment of lung 
diseases) 
RN 122547-85-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) 
octenedioic acid]-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



PAGE 1-A 
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RN 457612-98-5 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) 
octenedioic acid]-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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Conference; Meeting Abstract 
English 

Short-term Cyclosporin. A (CsA) use is well tolerated by humans, 
but its chronic use is limited due to its toxicity profile. Both CsA and 
its metabolites are thought to contribute to the toxicity. We have 
synthesized a series of novel CsA derivs . by using an olefin cross 
metathesis reaction of CsA with styrenes and heteroarom. styrene analogs. 
The CsA derivs. show activity in a calcineurin inhibition assay with IC50s 
noticeably better than that of the parent compound Furthermore, since the 
primary metabolism site of Cyclosporin A has been blocked in the new 
CsA derivs., these derivs. will be metabolized differently and therefore 
have a different, potentially improved toxicity profile. The synthesis, 
characterization, and biol . evaluation of the CsA derivs. will be 
presented. 
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Synthesis and Biological Evaluation of Novel 
Cyclosporin A Analogues: Potential Soft Drugs 
for the Treatment of Autoimmune Diseases 
Lazarova, Tsvetelina; Chen, Jason S.; Hamann, 
Kang, Jane M.; Homuth-Trombino, Daniela; Han, 



Blake; 
Feng ; 



Eckstein, Jens; 



CORPORATE SOURCE 
SOURCE : 



Hoffmann, Ethan; McClure, Christopher; 
Or, Yat Sun 

Enanta Pharmaceuticals, Watertown, MA, 02472, USA 
Journal of Medicinal Chemistry (2003), 46(5), 674-676 
CODEN: JMCMAR; ISSN: 0022-2623 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Cyclosporin A is effective in the treatment of asthma patients, 
but its chronic use is limited by toxicity. Novel cyclosporin A 
analogs were synthesized utilizing the olefin metathesis reaction and 
evaluated in a calcineurin A inhibition assay. The novel analogs 
demonstrated activity . comparable to activity of the parent mol . and are 
potential soft drugs. 

IT 59865-13-3, Cyclosporin A 

RL: ADV (Adverse effect, including toxicity) ; RCT (Reactant) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; RACT (Reactant or reagent) ; 
USES (Uses) 

(synthesis and biol. evaluation of novel cyclosporin A 
analogs as potential soft drugs for treatment of autoimmune diseases) 
RN 59865-13-3 HCAPLUS 



Page 271 



Lukton 10_600303 

CN Cyclosporin A {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

PAGE 1-A 
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IT 100364-58-7P 122547-85-7P 457612-98-5P 
457613-07-9P 502998-17-6P 502998-19-8P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; BIOL (Biological study) ; PREP (Preparation) ; RACT (Reactant 
or reagent) 

(synthesis and biol - evaluation of novel cyclosporin A 
analogs as potential soft drugs for treatment of autoimmune diseases) 
RN 100364-58-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) - 6 -hydroxy- 5 -methyl -7 - (methylamino) -2- 
octenedioic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 122547-85-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) 
octenedioic acid]-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) -2- 
octenedioic acid]-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 457613-07-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, IS) -6-hydroxy-5-methyl-7- (methyl amino) 
octenedioic acid]-, methoxymethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

PAGE 1-A 
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RN 502998-17-6 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R, 6E) -8- (2-f luoroethoxy) -3-hydroxy-4-methyl-2- 
(methylamino) -8-oxo-6-octenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2S, 3R,4R, 6E) -3 -hydroxy-4-methyl-2 - (methylamino) -8- 
[ (methylthio)methoxy] -8-oxo-6-octenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 502998-21-2P 502998-23-4P 502998-24-5P 
502998-26-7P 502998-28-9P 502998-30-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; BIOL 
(Biological study) ; PREP (Preparation) 
. (synthesis and biol . evaluation of novel cyclosporin A" 
analogs as potential soft drugs for treatment of autoimmune diseases) 
RN 502998-21-2 HCAPLUS 

CN Cyclosporin A, 6- [ (2S, 3R, 4R) -3 -hydroxy -4 -methyl -2 - (methylamino) octanedioic 
acid]-, methyl ester OCI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 502998-23-4 HCAPLUS 

CN Cyclosporin A, 6 - [ (2S , 3R, 4R) -3 -hydroxy-4 -methyl-2 - (methylamino) octanedioic 
acid]-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Cyclosporin A, 6- [ (2S,3R,4R) -3-hydroxy-4-methyl-2- (methylamino) octanedioic 
acid]-, methoxymethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 502998-26-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2S,3R,4R) -3 -hydroxy- 4 -methyl -2 - (methylamino) octanedioic 
acid]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 502998-28-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2S , 3R, 4R) -3 -hydroxy-4 -methyl -2 - (methylamino) octanedioic 
acid]-, 2-f luoroethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 502998-30-3 HCAPLUS 
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CN Cyclosporin A, 6- [(2S,3R,4R) -3-hydroxy-4-methyl-2- ( me thy 1 amino ) octanedioic 
acid]-, (methyl thio) methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Novel semisynthetic cyclosporin analogs containing different amino 

acids are synthesized for use as pharmaceuticals. The compds . can be used 
for th treatment of asthma, allergic rhinitis, bronchitis, etc. Thus, 
cyclosporin analogs were prepared and their immunosuppressant 
activity was determined by using the inhibition of the phosphate activity as 
the parameter. 

IT 100364-58-7P 457612-98-5P 457612-99-6P 
457613-00-2P 457613-01-3P 457613-02-4P 
457613-03-5P 457613-04-6P 457613-05-7P 
457613-06-8P 457613-07-9P 457613-08-OP 
457613-09-lP 457613-10-4P 457613-11-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(cyclosporins for the treatment of respiratory diseases) 
RN 100364-58-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) -2 - • 
octenedioic acid] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 457612-98-5 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6 -hydroxy-5 -methyl-7 - (methyl ami no) 
octenedioic acid]-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 457612-99-6 HCAPLUS 

CN Cyclosporin A, 6 - [ (2E, 5R, 6R, 7S) -6-hydroxy-5 -methyl-7 - (methylamino) 
octenedioic acid]-, butyl ester (9CI) (CA INDEX NAME) 

Absolute s tereochemi s t ry . 
Double bond geometry as shown. 
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RN 457613-00-2 HCAPLUS 
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CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) 
octenedioic acid]-, propyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 457613-01-3 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) - 6 -hydroxy- 5 -methyl -7 - (methyl ami no) 
octenedioic acid]-, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 457613-02-4 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (tnethylamino) 
octenedioic acid]-, f luoromethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) -2- 
octenedioic acid]-, dif luoromethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 457613-04-6 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methyl amino) 
octenedioic acid]-, trif luoromethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shovm. 
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PAGE 1-B 




RN 457613-05-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) -2- 
octenedioic acid]-, 2 , 2 , 2-trif luoroethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) -2 - 
octenedioic acid]-, chloromethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-C 
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RN 457613-07-9 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methyl amino) 
octenedioic acid]-, methoxymethyl ester .(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-B 




RN 457613-08-0 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-Tnethyl-7- (methylamino) -2- 

octenedioic acid]-, (2 -met hoxyethoxy) methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 457613-09-1 HCAPLUS 
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CN Cyclosporin A, 6- [ (2S , 3R, 4R, 6E) -3 -hydroxy-4 -methyl-2 - (methylamino) -8-oxo-8- 
[(phenylmethyl) thio] -6-octenoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 457613-10-4 HCAPLUS 

CN Cyclosporin A, 6- [ (5E, 8R, 9R, lOS) -9 -hydroxy- 8 -methyl -10- (methylamino) 
undecenedioic acid]-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-B 




RN 457613-11-5 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6 -hydroxy-5 -methyl -7 - (methylamino) -2 - 
octenedioic acid]-, 9H-f luoren-9-ylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 122547-85-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) / / v-x 

(cyclosporins for the treatment of respiratory diseases) 
RN 122547-85-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) -2 - 
octenedioxc acid]-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-C 




OH 



IT 59865-13-3, Cyclosporin A 

RL: RCT (Reactant) ; THU (Therapeutic use) ; BIOL (Biological study) ; RACT 

(Reactant or reagent) ; USES (Uses) 

(cyclosporins for the treatment of respiratory diseases) 
RN 59865-13-3 HCAPLUS 

CN Cyclosporin A (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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Short-term inhaled Cyclosporin A (CsA) is well tolerated in 
humans, but its chronic clin. administration is limited by its toxicity. 
A novel approach to circumvent the mechanism-based toxicity of 
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Cyclosporin A is to develop topical soft drug derivs . , which can 
be administered by inhalation and are . subsequently enzymically 
biotrans formed, yielding inactive metabolites. Towards this goal, we have 
synthesized a series of novel CsA ester analogs using a cross metathesis 
reaction of CsA and maleate esters . The CsA soft drug analogs show 
inhibitory activity in a Calcineurin assay with IC50s approx. 2 -3 -fold 
greater than CsA, whereas their primary in vitro metabolite is inactive. 
The synthesis, characterization and biol . evaluation of the CsA soft drug 
derivs . will be presented. 



L17 ANSWER 11 OF 13 HCAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 1998:713958 HCAPLUS 

DOCUMENT NUMBER: 130:89953 

TITLE: Discovery of ascomycin analogs with potent topical but 

weak systemic activity for treatment of inflammatory 
skin diseases 

AUTHOR (S) : Mollison, Karl W. ; Fey, Thomas A.; Gauvin, Donna M.; 

Sheets, Michael P.; Smith, Morey L. ; Pong, Melissa; 
Krause, Ruth; Miller, Loan; Or, Yat Sun; 
Kawai, Megumi; Wagner, Rolf; Wiedeman, Paul E.; Clark, 
Richard F.; Gunawardana, Indrani W. K. ; Rhoades, 
Tereasa A.; Henry, Cynthia L. ; Tu, Noah P.; Bamaung, 
Nwe Y.; Kopecka, Hana; Liu, Luping; Xie, Qinghua; • 
Lane, Benjamin C; Trevillyan, James M. ; Marsh, 
Kennan; Carter, George W.; Chen, Yung-Wu; Hsieh, Gin 
C. ; Luly, Jay. R. 

CORPORATE SOURCE: Immunological Disease Research, Abbot Laboratories, 

Abbott Park, IL, USA 
SOURCE: Current Pharmaceutical Design (1998), 4(5), 367-379 

CODEN: CPDEFP; ISSN: 13 81-6128 
PUBLISHER: Bentham Science Publishers 

DOCUMENT TYPE: Journal; General Review 
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AB A review, with 100 refs. Drug therapy for the major inflammatory skin 

diseases, which include atopic dermatitis, psoriasis and allergic contact 
dermatitis, is often inadequate due to poor efficacy, toxicity, or both. 
Much research has focused on the macrolactam T cell inhibitors as a 
promising new class of agents for immunotherapy, and medicinal chemical 
efforts to design novel ascomycin analogs have produced clin. promising 
agents . A synthetic program to modify the ascomycin nucleus to alter its 
physicochem. properties and promote systemic clearance is described. A 
biol. screening strategy to identify analogs with reduced systemic 
activity and rapid pharmacokinetic elimination led to identification of 
the clin. candidate, ACTT-2 81. A swine contact hypersensitivity model was 
used as a stringent indicator of skin penetration as human doses of 
topical corticosteroids produced inhibition only in the 50% range and ED50 
values were 100-fold less potent than in rat. Also, cyclosporine 
was confirmed to be topically inactive in swine, as seen in human. 
ABT-281 had topical potency equal to tacrolimus (FK506) despite a 
severalfold lower potency for inhibiting swine T cells in vitro, 
consistent with superior skin penetration. ABT-281 was found to have a 
shorter duration of action after i.v. dosing in monkeys using an ex vivo 
whole blood IL-2 production assay. Systemic potency was reduced by 30-fold or 
more in rate popliteal lymph node hyperplasia and contact hypersensitivity 
assays. Following i.v. or i.p. administration in the swine contact 
hypersensitivity model, ABT-281 was 19- and 61-fold less potent, resp., 
than FK506. Pharmacokinetic studies showed that ABT-281 had a shorter 
half life and higher rate of clearance than -FK506 in all three species. 
The potent topical activity and reduced systemic exposure of ABT-281 may 
thus provide both efficacy and a greater margin of safety for topical 
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therapy of skin diseases. 
REFERENCE COUNT: 100 



THERE ARE 100 CITED REFERENCES AVAILABLE FOR 
THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 
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Discovery of ascomycin-derived immunosuppressant 
A-86281. A novel agent with potent topical but weak 
systemic activity. 
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Book of Abstracts, 213th ACS National Meeting, San 
Francisco, April 13-17 (1997), MEDI-147. American 
Chemical Society: Washington, D^ C. 
CODEN: 64A0AA 

Conference; Meeting Abstract 
English 

The immunosuppressant tacrolimus (FK506) , an ascomycin analog, shares with 
cyclosporine a similar mechanism of action, good oral efficacy in 
transplantation and inflammatory/ autoimmune diseases, and, unfortunately 
similar major toxicities. In an effort to minimize potential side effects 
of this class, we synthesized several series of ascomycin analogs to 
Identify compds . with potent topical immunosuppressive activity, but less 
systemic immunosuppression following absorption. In vitro, A-86281 
(ABT-281) potently inhibits T cell activation, and in vivo' shows topical 
potency comparable to FK506 (EDSO's 0.9% and 0.6%, resp.) in a swine 
contact hypersensitivity model. In contrast, A-86281 displays a more 
rapid disappearance from the circulation, and is a markedly weaker 
systemic immunosuppressant in multiple animal models. The A-86281 profile 
of potent topical but weak systemic activity should be advantageous for 
minimizing systemic immunosuppression and consequently the 
mechanistically-related toxicities associated with immunophil in -dependent 
immunosuppressants . 
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Calcineurin, a Ca2+/calmodulin-activated phosphatase, was studied as a 
possible target for the immunosuppressive activities of FK-506 and 
cyclosporin A associated with their resp. immunophilins , 

FK-506-binding protein and cyclophilin. The mixed leukocyte responses and 
calcineurin phosphatase activity under exposure to the drugs were determined 
The phosphatase is a plausible target. 
59865-13-3, Cyclosporin A 
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RL: - BIOL (Biological study) 

(immunosuppression from, calcineurin phosphatase in mechanism of) 
RN 59865-13-3 HCAPLUS 

CN Cyclosporin A (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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